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i ] 

2 ttzi±4x~i$t2fi2>T$. ymmm*. r?/itf u»7^se?i 

£ 1" a Sf*^ 1 IB« <7) S K * 7t t± -e- <7) il 0 

1 SB* o £ St a - K * italE?!! «Bfco 
5 ] 

[W#£ 6 ] 

mFm^ : 2 * fcfc*4-CSE$*l*7$ ^KE^R— £fcl±£RttfcR--©7 5 y$£E 

m^m 8 e**>b jme&# * ^* l „ Rt^st i mm.<os e » t ^ a * <om. * $n&*t t a 

oj 

1 1 ] 

»#3i4Ktto«Bfc*'£^rL-C£*EaSo 
[»*^ 1 2 ] 

«t i i ie«oE^o 

1 3 ] 
1 4 ] 

in** is] 

6] 

»*3S1 5f5«Otn;#:^^LT^^>^®flio 
1 7 ] 

1 8 ] 

[»*3fi 1 9 ] 

e^ij*-^ : 2 s fciu-et$ti4 7 5 y&mmtm— ttzumnmt-m—oT < smm 
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[m^m 2 o ] 

[W*3i2 1] 

i±2 omm.<7>mm 0 
[warn 2 2 ] 

[M2 3] 

[1)1**2 4] 

ftflfr*****? • W^#-e* £ W^JI 2 3 f5*c<7> * * y - > 

mxm 25] 

s&Wit~fz>^ itfeffimm^ftttz tzititmmmm^-t ^mB.ofm • temmm<nx? u 

[W*Ifl2 6] 
IM2 7] 

2 8 ] 

w*a2 9] 

im^m 3 o ] 
[n$«3i] 

it 1 ffitt© s e « 4 tz a ^<Dm.<nmmm m^frit t tz it 

3 2 ] 
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mm*] ra# 

[0 0 0 1] 
[0 0 0 21 

[0 0 0 3] 

tz, liIWfeu^i:7'7^5;-y>7^r^-^Oke^-l (PAI-1) 
[0 0 0 4] 

v**fc#x.$>*L* L L;fc5&*oT\ ffifc. Jfffl*. /W»> if^^^^^Tf^'t^f ha* 

-ft-M'^'S^.-n^fi 3; "C 15 t A/if& £ tl"C V>£ V> 0 

I^ftBMtlttl] Aritak, |VM 5 * )V • 7 > K • *7 4 • y -9— 

•f- . 3U-t->3^ (Biochem. Biophys. Res. Commun. ) J , (KM), 19993s 
^257^, pp. 79-83 

[##ira£2] Hotta<b, r^-fre-x<^ (Diabetes) J , (#S) , 2001^, 
f$50^, pp. 1126-1133 

W&f?X1&Z \ Steppank, l"*^*-*- (Nature) J , (£S) , 2001^, ^409 
%, pp. 307-312 

[*#W\fclR4] Shimomurak, r^'f ft - • ^f-f y> (Nat. Med.) J , (^g| 
) , 1996^, m2%, pp. 800-803 

[0 0 0 5] 
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15™ 5*?f £»*J£f **** LT **■■* t * BM t+ *. 

[0 0 0 6] 
[0 0 0 7] 

[3 ±we [i] E«tf5*ejto«^y^K* fctt ^ ott , 

[7] ±se [4] a ^ 9 

[8] ±ie [ 7 ] iaow£^^-t*ittiw«aitT#6#i*wia# 

[11] ±IB [4] Ett©*«*£*rLTfr*|S3K 

[13] ****** • »Jtfti»#T**±E [12] Eftes* 
14 ±e [6] E*©a»***LT***»f* % 
fc»£U*f e *°**** L < tt -M [3] E«0«^^ KSfcttMa 

[i 6] ±ih [i 5] Eftottfffc^frurfcaiMfr*, 

[18] lie [15] SB«Ogtflc*^LT*SE*, 
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s ;mm s- nr*r i- * # y ^ y * k * ^ - K + s tt*E?ii t *n#eu &maiiE?ij * * «± * <r> 

[2 o] ±ib [i 9] um<omk*^Lxts:z>wm, 

[2i] #^«^^b*7t}ift«t##^-?--t--2>^^K . femm~?*>z>±M r 

1 8] Sfcli [2 0] |B*OE£ N L 

[22] ixmrnistm • *±e [21] Ktosi, 

[2 4] •ffiitft»JWr'C*4±|B [2 3] 

[2 6] JBK«»ll*-c**±B [2 5] B«o^^y-=:>^jB*y 

[2 8] ft»ll#3WI|l-|&Rftltl*#-r**Ji|B [2 7] SB«OX^U-n>^ft 
[3 0] J&K«»*#T**±1E [2 9] E«i>**y-->*7fl*y 

[31] ±i5 [1] Bmv>m&m*tzi±-z<ni&<Dm$[iim*'Sm LT%& 
[32] ftm*«qi . njMttt*nrT**±e [3 1] terno^ • ««n«2f«ii 

10 0 0 8] 

, fx*"**?*******-- MiiJ^M, kmksi 

[0 0 0 9] 

1 \m<o r $ y mm t m - i> l < k m-<n 7 * ; mm * * s a * 

*) (JttT, ^Mo«aft» TSS169J T? 

±BBOtt»Sr^-t-*RI)^oS3feK#HjWIR»±*<, ttAMtt («^« 

> K K 77 K tf-fr^ t^v\ 7^ ^ ^ ^ 

jfmau Jitt, *mhml /nii, iiPtt. 

> . EMU r&MM. #3NfflJfe, flHMHft. ?LMJ&, Jfflffl 

ti, flfM> ^jaftt, to, his> mm, &r> m* mil* *m s * 
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•L:**** ^ >nF " u **** **** ^> # 

I o o 1 o ] * ~ ~~ w 

t^K»JcRI-OT$yBftEyijfcLT*± % ESIfMI-: 2 Sfcli4-«**L«T3 </BKE8l 
+ : T5y»#^ua*OT5>'»E59i:ft7 0%Jtt±, ^Uli|8 0 %m±, $ h 
t=«F*L<»±«,9 0%£Lh, «pK»*L<ttj»9 5%J0l±O*Htefc;fr1-*T3y'*BH| 

&^***»re,*L* 0 cdT- r*aieji$j ta, mmmm^miz^x^^^y^^^ 

L < i±, SS(7ll'3'yXAIi*a&75'f > hOfci&KEyiJO— L < ttW^O^ 

tl**aft*»tt*lc*v»r«MttLfcT5y»***L, 3Sr**T5y» (Phe 

, Trp, Tyr) , TO7? SWl (Ala, Leu, He, Val) , Itt7 5/ H (Gin, Asn) % 
mmr^ym (Lys, Arg, His) , M^/gg (Glu, Asp) , TkHfcfcfc^l-* 7 5 y» 
(Ser, Thr) , W©^Sv»75/» (Gly, Ala, Ser, Thr, Met) i^^t^-y 

f£, Bowies, Science, 247 : 1306-1310 (1990) £#BB) 0 

. T5y*EWO*Pltt*ft*+*fcje»OT^a'yxIfcLTIi, Karlin<b Pr 

oc. Natl. Acad. Sci. USA, 90: 5873-5877 (1993) KUWi.<DT XA [i7^ij 
X A &NBLAST is J: t^XBLAST /n^7A (version 2.0) Kfc*&4*iTV>« (Altschulfc 
Nucleic Acids Res., 25 : 3389-3402 (1997)) ] , Needlemamb, J. Mol. Biol. 48-' 
444-453 (1970)fcE*©T*=fyXA [»T^=f'J XA tiGCGV 7 h 9 * y V* 

?7 AiZ®.fr&*KX\,*2>] , MyersiSi filler, CABI0S, 4: 11-17 (1988) 
»CbB«OT^^UXa [KT;V=f'JXA{iCGCE^ljT7-f >^ >hy7F-)i7;tyt- 
^0-»T»**ALI(ai^n^^A (version 2.0) M*a*#LTV»*] , Pearson*, Pro 
c. Natl. Acad. Sci. USA, 85 : 2444-2448 (1988) Kfe«t<07;v=f V XA [»7*rf';X 
AliGCGV7 h^^T^-y^-^cfiOFASTAXn^^Atcm^iittLTV^] ^^»f fejft 

7*>>B*E?!I*K 7^iff U»7^Wfc|5j6 0%&_h, $r£L<{i&7 0 
%m±, Ht:ffiL<li^8 0%I±, *»=»*L<»±*&9 0%JBIL±©ra-tt**i-* 
T 5 y §SiE£!jTrcfr -2> o 
[0011] 

eei*-* : 2 * jt ii 4 t-^ $ t s y s&e?ij t mnm \z m-<D r s y ke?ij * 

^ISItLTIi, fli*.!*, 1TI20E^I#^-: 2*fctt4-eSE$tL*T5/KEyiJfc*« 
[0 0 12] 

^KW^RKO®ttfcLT»i, «xtf, U-by^- (*> L < tty K) is J: 

^v^f-;nt^^ffl^^w«b^^ 0 mmmzmw] tit* ^Zmmmm 
o!s (,J f^ K) . ®f%&*^ r ^mm*mm m:mo. 5-® 
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[o 0T3] ' fe ^ oTi,J ^ i " J& ^ i:75sr ' |: ' 50 

nt. tan! S,st. 8(5-6): 581-599 (WKEtor^VX "^*S£c£w 

*«.c»e*ftftv». sosui (Signal) A <m*-~?_ . ; hn "2Li D 

^w*?'l U m t - a i-ii'^ gi " bin/SOSUi - Cgi?/sosuisignal/sos '' i =i8»al submit. html/± 
[0 0 14] 

1 S£S??5 Sm? li 1 {MIF 1 ** 1 2 ***** T ^»"3"t7 5 .if^ 

# 1 J2LK *> T 5 y mi5^iJ ttt*?7h*W»)S* " # 

[0 0 15J 
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» (7?^») „ «t5 ? c*^ (a >u#* t»ia*$ii&o : 2 2£ 

(SS169) 14. C5fe»3& f *A'#*'>^if (-CO OH) % * 
WvV- K-COO") . 7U' (-CONH2) J/:liiXf^ (-CO OR) 

ZZ-CJ^XT-JUz&ifZR t LTli, fl!lx.(4\ n-ynk^K 

H^C3-8->^D7W;H;fix.lf, a -t7W^oc e - i 2 

7 , J-^*;Wittf, 7x|>f;i// J :fco7x-jv-c 1 - 2 r/i^/uafe; «- 

~f7J-)\s*^)V?j:t*<Dci -i-y^-ju-c 1 - 2 7;H;vi^^c? - 1 4 r 

Zhiz^ ^^ifiitji, N»7 5^»7 5;wii CM*.**, * 
T-t^;u^^ if coc 1 - e T;v# j <i ifoc 1 - 6 Tv;i^&if) -e^K 

>BMtLfct<^ ^rtOT? ^BftO«ia±OflHfe* (ix.lf-OH, -SH, 7?;i 

, 4$r*s-*m^ jyh*-)i<m, trr-vsm*?) nmm^m* mz.&, 

7tf;vS^^Ci - 6 7;^/^;^^Ci - 6 7v)Hiif) "CfilR* 

«?> o 

[0 0 16] 

Hi: 3&*-C § & o 

«JR (V-fe^-fe L< t±y if> K) fco«f^c|«*?s«j*^j:tnR*5:ftffl*^L7t-> 
[0 0 17] 

--ft, SS1690«|J^T5 ^KE^J*^tr5&*SS169fc||jRa<jK|B!5twflHt*^rLJ5:V^^ 
K> 0l!xJ4\ ie^ij#-t : 2 £ 7tt±4T*^$tL*T^ ^B6Se?iJ«f'7 5y|!?ff 1 J»<S>T5 
ymSE^JOd*,, SS169i:^£^fflU#*^«K (H:^ - *> L < it V tfV' K) to 

^T^ym^J^r^i-^^O^ifii, r*»WO«^rf-KJ K{4£--£*L&V\, 
&rt*<b, ^S^^-f-Ktt, SS169i:fflS^fflL#*^#!fe@ (H?:/* - i> L < ttV if 
>K) i:^LTSS169tr«J:*v^;^ii^=£.jg»f-r*C:i:7& ? t?§*OT% |y^t 

[0 0 18] 

Sfc* *»Wo«^^KtiC5|tjft*«*^#*->^|fe (-CO OH) , #;Wi?*~>V 
- h (-COO" ) , 75 K (-CONH2 ) J^lix^xjv (-CO OR) wjsjtiT^ 
oT^<tv^ 0 £eL-e^;*-r;W::J3&t£ R i: LT14, SS169tco^TftriBL£: fc Wfa<n> i> <D 
#mifhti&o *&W<DUfr^7TY~ii*C&mJ>9\-lzlifrtf*is)],& (£ 14 
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I 0 0 1 9 J 
[0 0 2 0] 

[0 0 2 1] 

*^ <tt *®«^** oar, rssi69«j 

(1)M. Bodanszky fcicKM.A. Ondetti, WK.»/'/t^ (Peptide Synthesis), I 
nterscience Publishers, New York (196640 

tf)|hroeder£ X tfluebke, K (The Peptide), Academic Press, New York (1 

(3)*m*hiu F&&<7>mmtm®, &mm (1975*) 

J 2 522 JL* t* 1 *** 3 ^ *fc«uwiME 1, 9&K(D{tmvr* 205, (1977^) 

[00221 

ft**v»tt*fti:$cmi:J:otI«fttti:Wlt*a^i*uiKM^ 
[0 0 2 3] 

fctJSE#2 004-3061548 



2004-023557 ^-v* : 8/ 



[0 0 2 5] 
[0 0 2 6 J 

********* «*.wr % 7;H;vx^Mk (iilf, 



2> 
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fnvv^x^^c^^^ CI, -B.I 

, 6-F^f^>4f>X**i*, DNP, -t>v';V^ + v>^-;v Bum B«r 
>Trt, Fboc4WIv»6W, T ' Bum> Bo c 

[0 0 2 7] 

^in?t*??: r ^^^ ******* ^>?*^s ? 

tt, t^v-jk 7,;^ **t=v-/k ^w,/-* 

_T "T J 'J* LT*v»6*l**a,3 **tt±t$«> l , 2 -i* 

2, 4-v^u 7 x;^ *7^*/lW^ it^n* 
HONB, N-tKD*->^y ? K% N -HKD^7W5K HOB 

[0 0 2 9] 

11 S2^t^f?* ttK ^ + ^ r ^*«**»*L, holies (tt*w 

A/ C cF 0 

[0 0 3 0] 
[0 0 3 1] 

3JK> SS169giii, SS169*fcl±*o«^y^K*a-Ki-*m***-i-AW»te 

■CS*. SS169*fc«i*o*^^K*=i-K+*«BlttDNA^*oT?RNX4* 
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flDNA. _*^RNA^:(iDNA I RNA^^'j 7 K"C& «£ v*„ -#||oi|^J4 

SSl_69t/iji^<7)^^yf-K?r3-K1-^DNAt Ltli, yyADNA, r^AD 
NA ^^'J-, «?L1&^ (0O;Ui\ fcK ^7, 7?^ 

mx.it, Mm®,, mmm. nmmm., /-j7»^ #ftm. >-9->^.?a 

wmm, mm*, mm*, wi, («, v^ 7 r-^ tSS bSS 
, •rr*.?n,*-7-m*. mmmm, #**) % e«« »k 

mu #» N m-ml mmmm, stm*i>L<i±mxm* t 

tziiztit,mme>MmM®., *m*tL <*#>*****} *l<j±** 
l^tiZt^f^i^ ^ m. «au mm*, mm, « 

mS2 2» ^2*™S":/£ M) * Vi!u Til ^ s ^ 
* » *JK* ISl^i-^if^ ( ^ /J « * ** 

WcDNA^77>j-, ^DNA4^f^i e ^T^V-fcteffl-*-*^** 

Reverse Transcriptase Polymerase Chain Reaction (&T\ rRT-PCR&l 
[0 0 3 2] 

^X-f£:t£g@2?!|£-g-;tU tfrS3LfcSS169fc|i£Kfl9fcHJIOt&te • H:^^. ( 

>vxn^ftTtA^'J7'fXti4DNAtLTIt «*.|* WLWtt ' iffe 
14 3 T'ifeS ft*%£S?lJ*%&g:-3. 8 8 iUftO&SEftI fcft 5 0 %&±, £ L < i4ft 6 
0%O±, 3&fc»*L<tt*s>7 0%JGLt, Wfc#*L<tti»8 0%&_L, **SP*L< 

lift90%a±OiHttt*t*«IIIBf!l*ttt*DNA4^jiv^#ii e 
[0 0 3 3] 

. *n-- >^ (Molecular Cloning) (J. Sambrook et al., Cold Spri 

ng Harbor Lab. Press, 1989) fcEftO^Sjfc fc'fctfco t^Hi^^o t/> 

M, »H<li|!il 9 -ft 2 0mMt% U^ft 5 0-H&7 Ot, Sf 4 L < (4ft 6 0 

SSiegSra-K-f^DNAti, §f 4 L < l±m?m^ : l-C*«tL»«»B9|iti«ttflH9- 
NA, J: »5§f4 L< f4@e^J#-^- : 1 t?3e$tt« hSS169«T«l#'J 3- 
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^aiEai dn a, ttiitmmtt: 3 -em* 8 svmv 

«*BB5!l*^1-*^-r^^SSl69SeR«:3- Ki"*itt[*E3?!l***-r*DNA J: 
L<i±E?!)## : 3T?S$*t*-7«>^sS169«rffi#U^^ Ki" liaise 

?iJ£*-t£DNA, *4^ti-|fioiftfL»l%»ci5tt4*0**nr (flU E?!!?-? ■ 2 2 "C 

-Ki-*tt*ii5ii*^r't*DNA, »s t < : 2 3-?mztiz? v yssm 

[0 0 3 4] 

Kt a - KtiDNAIi, E9!l« : 2 * tut 4 T * J 

DNA. ±b5 L til • iiftfO c D N A 7 77 V - > £"J&DN A«> J: v> 

T-v;n*i^fmotUv> 0 -tetfc«H6-»MfcJ:>)miLfcmRNA 
M^^ffl ^tilg R T- P C R&tc «£ o TJttti-* i fc *> T£ * o 
[0 0 3 5] 

*flcfl3^ti, ^H^W^^Kta-mDNAfcLTli, (1) B7!l 

: It ft\t 3 t»fE$ *t*«36E9!l* *aaf#^- 8 8 &HMatt*E3nj©*B5Ma*E?!l*^ 

•t^DNA, ifeji (2) mrn^r: i*tz\*z^ztiz)&mm*m.m& j %88\:M 

?|J**U l»KLfcSSl69i:£KfigKHK©raiS: (« : v-fey*- (*> L < liV 2T> K) 

>^x>h^TfA^'j^Xti5DNAam «J£afeE?lJfcft6 
0%m_h, »i L<(i^j7 0%m±> J:«J#SL<tti&8 0%&_t, *^»^L<{±^9 

0%a±on-tt**i-4«*E5II***'t*DNAft Wffl^fen*. 
[0 0 3 6] 

SS169Sfctt*0*R2^:^K*3- Ki~& DNAIi, &SS169S fc*4*0«&fl^7*- K 
*a- Kt 4tt*E?!lO-«^*|rt*^jSDN 'f v - ^ffi^t P C RfeK i o T 

v»tt^««S:3- Ki"*DNA»fM-4 L< ti^DNA*tR«ftLfe*«3t/N>f ^>f -tf 
$lxJ4\ ^l^a.^-"-^-^^ (Molecular Cloning) 8I2J& CffiH©* 

[0 0 3 7] 

DNA^lS^JIi, <2r*n<D*-y K Mutan™ -super Express Km (2ffijft (* 

) ) , Mutan™ -K (5L®M (ft) ) ^£ffiv>T, 0DA-LA Gapped duplexfe. Kunkel 

S^O § #<2r*P <7>;fr & V* 14 * <b C & 37 fcft o TSSEtftf iit^l*. 
[0 0 3 8] 

mmife* h'yt Lt©ATG«-fU ££3* 5fe3MUc*i«»i»jh3K>fcL-roTAA 

, 3£ d n a r ^ 7 * - £ ffl v> xaim-r %> c: t tf-e § £ 0 

[0 0 3 9] " " 

SS169*^t±-€-oa^^KS:3-K"t*DNA*^trim^^^-»±, fl)x.t4\ SSl 

ffi|E# 2004-3061548 



#0 2004-023557 



^-v*: 12/ 



69*n-K-t*DNA^?,BWfc^*DNA»fM-*«J0ttiL. iD N ABftffcas^fcM 
* * - * o y n * - * - <o T ^ « & 1- * d fc k «fc ft «jt f * d fc £ 2> 0 
H^^J'-fcLtli, «fft^^77^ K(fl, pBR3 2 2, p BR 3 2 5 

pUC 1 2, pUC 1 3) ittW^y^^ k («, pUB 1 1 0 pTP5 p 

-I 9 ,™ i***** 9 ** F <«* p s h i 9, p s h i 5 ) ;S$amy'^ 

*b (M:pFast-Bac) I »flfe«Bfl&*31^9^ 5 K («: P Al-ll, p XT 
1* pRc/CMV, PRc/RSV, pcDNAI/Neo) ; A 7 t - V* h?<7»*>r 
r l Jt77-y;^aD^Hi^ i )5^^^_ (i: Bm NPV Ac 

I^T?^"^ CMV 7n*-*- % RSV 

Ln< <^*** ****** ft 

cA7u*-*-^ AP L ip p ^_ ? _ T7^n*-^-iir# 

?l±^^;^if t ^ s ^ % SPO 1 T/n*-*-, SP027*n-*-*- no 
«±**BH»-C**»^ PH05/n^^- PGK^n^-*- GAP-^n^- 

[0 0 4 0] 

^'Mfttl^m, «Rt-*-, S V4 0WM5A (JttT, S V 4 0 o r i t 

£L*lt7 h ^ T V ^ * T ^>^»«^ <ttT. amp' 

8tttt) d h f r^fW.-X^.^tttii 

53169^ 3fdMi»Cf«o 

5?^; A I h 0 A ' ^ ;l/@e ^ omp a • ^n-ivmm* t>&; mii&s^frxmw 

[0 0 4 1] 

±IH L fcSS169 *fctt*o«^yfKta-Kt*DNA * * tr * * - t« * 
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J^vji'J kTHfc LT(±> #!lxJ£\ ^vjc'J t7 - a 17 (Escherichia coli) K 1 2 
• DH 1 (yov-y^^X ■ 1 7 • f • t v a t ;v • 7 * f $ - • t / • ^-f x> v ^ 
X • • -9 s r .a. -jr.* jr.- (Proc. Natl. Acad. Sci. USA) , 6 0^, 16 0(196 
8)] , xyiU7-3'JJM10 3 O ? W * * • 7v-yX • 'J (Nucleic A 

cids Research) , 9^, 3 0 9(1 9 8 1)] , x*/x'J t7 • a'J J A2 2 1 
t^-t7- ; El/^a7--/Uto->*- (Journal of Molecular Biology) , 12 0^ 
, 5 1 7 (1 9 7 8)] , x>>xijt7-niJHBl0 1 C^-^-^X-^V*^ 
- • A^Dy- 4 1%, 4 5 9(1 9 6 9)) , xvx>Jt7 • 3'JC6 0 0 (yx^ 
"r-f (Genetics) , 39i, 4 4 0 (1 9 5 4)) 

Af^IIcUli, «itf, A'f^VX 'Vrf+frA (Bacillus subtil is) MI 1 
1 4 (v->, 2 Am, 255(1983)), >^)V7, ■ *f?*f-)\,7, 2 0 7-2 1 0» 
-T^ • ^X • 5 ^ h 'J - (Journal of Biochemistry) , 9 5i, 87(198 

4)) fc^fflv^tL&o 

SftLTIi, 0Ox.tf. ■^•y^n^-f-fex • tUfyx (Saccharomyces cerevisiae) 
AH22, AH22R-, NA87-11A, DKD-5D, 20B-12, y>/t^ 
n7 'f * (Schizosaccharomyces pombe) NC YC 19 13, NC YC 203 

6, tf*7 • >*7s h V* (Pichia pastoris) KM7 Ki^fflv^^o 
[0 0 4 2] 

(Spodoptera frugiperda cell ; S f gfflflfr) , Trichoplusia niO^J^^^OMG 1 ijfflj& 
> Trichoplusia ni^lPft^^High Five™$l)!^ Mamestra brassicae&Sfccott, Estigm 
ena acreaft*©ffl]fefc^jWj§v»fe;|'i£ 0 *> 4 W#BmN P V«M, MltLT 
fcfc, (Bombyx mori N ; BmN») % iftm^htiZx, WiS f mm 

t LTti. fllxtf, Sf 9» (ATCC CRL1711) „ S f 2 1 *fflj& (J2LL, Vaughn, J.L. h 
, <y-*fM£ (In Vivo) ,13, 213-217,(1977)) &WfflV»fe*l* 0 

BA^LTti. Witf, *-fn«4Mv^tLj [1tFffl<b> (Nature 
) , 315t, 5 9 2 (1 9 8 5))o 
[0 0 4 31 

Wi^mmtLXit, 0flx.wr % t^COS-7», We r o», ^-v ^ - -X/n 

Ax^-iicHo mr, cHommtmz) > d h f ritfci^i^w^-x^A 

^-aCHO (JUT, C.HO (dhfr") *IIJfe£«IB) , -7*XL#fflj&, ^**A 
tT-2 0tt>7^?xn-7ai, 7 7hGH3«, tFFL»^»v^ 

[0 0 4 4] 

3£fME»li* ^^^C^o Tlllt S ; fc ^-e 15 o xyx 

>; t7!S(±, Wittf, yo y-y'>^X • *7 • -T • ±*s • 7777*5 - • ^-x • 

t^fxyy^X- t/-f - x-x^x- (Proc. Natl. Acad. Sci. USA) , 6 9i, 2 
1 1 0 ( 1 9 7 2) (Gene) , 1 7t, 1 0 7 ( 1 9 8 2) ^KfBftO^ft \Z 

^f^^IIii, t i/^rx 9 - • 7 > K • i;x ^ 5 ;v • y x 7^ 7 (Mo 

lecular & General Genetics) , 1 6 8t, 111 (1979) % t°!,Z%ZM<7>Jj&tZ$t 

**»±, «x»f, >V-;X->fV- xyf^ny- (Methods in Enzymology) , 1 
9 4t, 182-187 (1991) „ ^ny-^y^X • *7 • 4f . tyst* • T* 
t-$- • -ij->f i>WX • ^-X--9* • xz.-jt.*jt.- (Proc. Natl. Acad. Sci. USA 

), 7 5t, 1 9 2 9 (1 9 7 8) *^JCSB*o^^oT^Rfe»-r*ifc^7?#* 

O 

ftAlffllftiJilKaAti. «xtf, A*^/f^ny- (Bio/Technology) 6# 4 

7-55 (i 9 8 8) %t^zmmv?jm^^rmm&mi-2>zttfx^2> 0 
mwrnmi, 0o*.«r, mj&n&wms mmmn^mmy^ 263-267 
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( 1 9 9 5) &m±WiT) > -y-f on V- (Virology) , 5 23£, 4 5 6 (1 9 7 3) 
[0 0 4 5] 

f^7h>j>, TTi#ttja», V 3 «*^;MfSSfcLTW: 

x. ** % ^i; * ;i/ v a , u > m~7K* ^ h y s a , v ^ * v * a & t*^^ tt-rtt^tf 

0 Jgift^pHW, 0iL< lift 5 -ft 8 

^n-*, *-9-*§ym^^tfM9^itll (?7- (Miller) , V*-** . . 
'J^y'O.tl/^-.yx^,^ (Journal of Experiments in Molecu 
J a L^i e V CS) ' 4 3 1 ~ 4 3 3 ' Cold Sprin ^ Harbor Laboratory, New York 19 7 2 

ii^xyxu uTii^^seiMf ii, 5-^4 3-ct-, #13- 

ft2 4B#^ : b-&;bft& 0 >&&K X *K »&*«#£fToT& iv^ 0 

- (Burkholder) [Bostian, K.L. <b, /Dy-y*>« • * • *f . *f -> 3 + 

^^ZT^^nt^^^^**'*^'^'^-^^- (Proc - Natl - A ^d. 
Sci. USA) , 7 7t, 4 5 0 5 (1 9 8 0)) ^0. 5%*f ^t^ft^SDM 

[Bitter, G. A. h, /Dy-y*>^X • *y • 4JF • fyg^ • 7 # - • *7 ■ y-J 
x> / >/f;C ' ' * * (Proc. Natl. Acad. Sci. USA) , 8 1 % 5 3 3 

£ 'i^i^L^***** 1 * 0 ^ pHii > #*L<tt*&5-~ft8T** 0 «» 

ace's Insect Medium [Grace, T.C.C., *-f^- (Nature) , 195^ 7 8 8 (19 
6 2) ) K*«ftLfcl 0%^^JllL»*O«tt»*5iai)nitfe4oft^fflv^*i« o « 
?ni5?lf *L<i±ft6. 2 -ft 6. 4-e**. *m*. Mm 2 7fC, ft3~ft 

«±^**fir**»KIE«M*:***i-*»^oJaf*fc tT»±, &5~#i2 
0%OJJ&iS^'>jm»Sr^tf«^S«* (MEM) C*-fi>* (Science)* '122$ 
, 5 0 1 (1 9 5 2) ) , y n&g^ - rjutgjfc (DMEM) (^dd^ (Vi 

rology) , 8%, 3 9 6 (1 9 5 9)), RPMI 1 6 4 Oigift [s^-^ . *y . 

f ; T * V * * ' * ^ ' TV a > (The Journal of the American Medica 

1 Association) , 1 9 91, 5 1 9 (1 9 6 7)), 1 9 9«% (/Dv-y^. * 
f ' * ' ^7^-.f.^tn^;v.^^y (Proceeding of the 
Society for the Biological Medicine) , 7 3t, 1 (1 9 5 0)) &*j&*Hgv*fcfL* 

1 5~ft6 oNfTO^^^^o Mw3>i:rii$c^a#*fToT4 

lcX±.<D£ 1 kz Lt, 7& SME&ftaffil&n 4 (ia^ ICSS169« * LftZZttf 
[0 0 4 6] 
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^fc^MKfcttM*, h; h>x- l 0 0™ &^©JHHi&tMJ*a^-Cv»-cfc iv^ 
o -2k KlB^.«bSS169?S«r«imi-**^{i % ±Efc W*«#**vM±«lft*ft*L 

<b*i£o tfc, SSl69£a*m# (*B£) «««^&jt^tti 

* ^ft?D7 hy?7< -ft zoym^mzmm-tz-xm ; r? j r 

[0 0 4 7] 

tt3Ktc«f«f«:j!jn^7kJ?, K*«5M9 & 

t?S*o iififWi LTIi, #Jx.J4\ **b'J^> 

LT*§5>*iSSS169giO#:fcti:, fflv^x >f U U / 7 7 -t ^ 

[0 0 4 8] 

SS169£tt, ±IBOSS169t^}i^O^^^K^3-Ki-*DNAtcM/S>i- 
[0 0 4 9] 

ssi69sen4fcj±-€-©%j»!aiflRai», sp*>ie?ij#-^2 $fcii4-eg§w75 ^mse 

*E?!ltfctt*<&-fflU **^*±««*K3njfc*»Wft«[»ffi2R|i^»±^o--aJ*^t- 
-AO^-*>ftv»JfiafeHB?!l4:<>-S-tr*i*-Cffiv^tL* 0 

tit. &&W.nmx-%)7 0%&± y «P3:L<f4&8 0%&±, i>)$F£L<{4&9 
[0 0 5 0] '° 

milE#2 004-3061548 
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ssiegg a m t tz a * <Dm mmmmm *z*-yitz> %l&®m t mms %&&m>} t tz it 

fbt^, $>z^im%.ztitzssi69*x- v-f%mm<v&&mmmzm^%wtftL & 
j&loZo ^M&ittv&mttzii&m.zm^-fzzttfx^^ m 

10 0 5 1] 

SS169 mRNAO^ge^Jt?aboTi^@e?iJ^oTiJ: <, 4Sv><> l 5 ** 

aWtton**#Jti-*L»X, gji 5~&3 Ottat^fefti^-yrrji^^^K^Sr* Lv> 

*TL m j*} mi f ' h ^ SfiS^-Km 0RF«R||ttaK>. 3' »MHR«*. 

*»;«>T>^*^X««»±, SS169 mRNA^UfiW^a^^ 
[0 0 5 2] 

f T i \ ? I* *** LTv^yw^tfK, y y > * fc a if y s v 

^iltVt tf!?™t° ** l * tt * 2*«DNA, 1*|DNA, 2*iRNA, 

^V 8 ^^ ^^uv> 0 £it . r**i^Kj r**u?£ kj Si 

mtiE# 2004-3061548 
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[0 0 5 3] 

7>T*>xmm\±, rna, dna, bz^ummztitzmm (rna dna) -e 

* it x) i f y i i n * f * * ij ^ * * v * * k 7 ^ k ®»» Kaattto «, * 

0^i-^ 0 idLTt^fi^^T^IK^^ttTiJ^ «*«r J. Kawakami et al. 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Crooke et a 
1. ed., Ant i sense Research and Applications, CRC Press, 1993 & ^ICM^gt&S 0 
[0054] 

h 4b * A :JL* J? ?2i T 2 * * o , us?***: «t 

tot Ltii, y >^if^if^^t^»^ fc«< #v 'J y^^iVft^V 
"S^iL-rT?!!*? ******* CHfc*ott, M©3' U«v«a 5 

[0 0 5 5] 

SS 169 mRNAJ L< »±««te«**, a- K««OA« (tt»«?ft*«>»*Ii4 

rvwAj iwwtsMttm^NA^v^^ 

J DNA*44tt*W:kLT«v»*tott*. 'J WAtLTf4WBttO*v» 

£Cfc£«fc*K *WmRNAO**#*W^«JWfi- < 5ifc^^-e^ )So 

WA,i > RNA<7)*^IltnoT% ^ADNA^f5ii:^i:v^§ 

^S!25Efli < ; ? B S169 mRN A*a*^*«*****»*KMu rnaau* 

-fet##W^L#S^'f;^ftft^RNA^f-7^U:A^y.j y K n 
W-fAtJBv»*CfcUJ:l). [ProcNatl Acad 

• Sci - USA » 2S(10): 5572-5577 (2001)] « -J**fU^ a- K^* D 

t RNA£3fc^Lfc&^$£Kiiit§Lfc/W 7 KU #if-f A + 
[Nucleic Acids Res.. 29(13): 2780-2788 (2001)1 0 
[0 0 5 6] 
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©7Vft>^li:^Jfi#^ «v>-**RNA*IBiaF«3K:*Ai-*t*ORNA 
Kffl*tM£mRNAd*$WB$*ias W^RNATi (RNAi) fcnf MrjiS^jfeii 

tit: Z tfrb [ Nature . 411(6836): 494-498 (2001)] , V ^-Jfxf A«ft 

*»WOT>^-fe>^*yd-5i^V*^KXO";#if-fAtt, SS169 cDNA^JR 
<fi*V3y*DNA EflMMRfclfe-cf v* t mRNAU< £ & 

5£U T&JEODNA/RNAe»*jR« (7^^ K-^tvXfAXti 
tt») «rfflv>r, iiiK*»W4K5!ISr#j«:i-«Cfc»zj:0P«i-*ifc*t«c#* o rn 
A i m&Zm-fZ s iRNA(±, *>*§I&^7>^*>*#Jt£DNA/RNAgi&>^ 
«•??-€■ ix-C^^L, iS^&7--'J>^jR»«(ti^ ^xtf, ft 9 0 -Hfc 9 5 TCCife 1 
fl**S£tt3*fclk &3 0-ft7 0rT»l-ft8«fB7i-T/^t*iti:j: r> 

[0 0 5 7] 

*&w<oTy>r*>xm*<n&fc=Hmm.&i£m±, ssi69^n- v-tzmmz-sm-r 

I0 0 5 8] 

JMMIttSfc, SS1694 L< tt-to«^cy^ K^tt*©ttfc#+*jfcft:*iBtt-s 
o IStffcfctt, SS169*»cj#LT#*WiWIIttSr*i-*tOT?*niir, €^D-t^ 
t?*otfc#y^o-tW^oTU^ SS169jRK«"f4tt#tt, SS169£*jftJK 

[0 0 5 9] 

7 * o - ^ n^flwfls«:) 

(a) ^^i--)^m^m±mm<oi^m 

ssi69«ci> m$MtoKMLxi5&K.x Q&i£m&^f&%umz*ti&#L$ > z > \ / ^zm 

icini-ro, it- 2- 1 ommmfttzfrtiZo m^<oti2>m$immtLxi±, mx.^ v-^ 

^BBO*«fb^l69«fc«;jlll»i:S:Rje§-fr^ ^#lc^L^»JO©tt 
5 ;VX^-f>©^ ( Nature ) N 2 5 6i, 4 9 51 (1 9 7 5^) ) Kt£ 

Ltli, tfiJxJf, NS-l, P3U1, SP 2/0 ZimtTbtihifi 

fc©«F4LWfc*tti : i~2 0 : iejrc*»K peg ($fiL<ii N pegiooo 

-PEG6000) d*l 0-8 0%efiEO«JS-e«6in$*L, &2 0-4 Ot^ #S L< tt 

«&3 o~3 7 < c-c&i~i o^M-f ^+a^-hi-*ifcjcj: •) < mmm^mm 

[0 0 6 0] 
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j >? o - -f frUfaMik^ 4 7') K- -7(0 * * 'J - =. > y \z itU* (O-fifeifitem X # £ 

^ «xif, isif«^ig^^^iii#t t bizmmz-ttzmm ^4?u 

If liHAT 7?/yfj>, *ifc&nLfc» 

v^WT^^>^<7)^ib(f^J:^^^^ffl^T^^^ 0 iiif, 1-20%, U*L 
< til 0-2 0%<7>4^EjfiL»£#trRPMI 1 6 4 0^ 1 - 1 0 %O^JteBJfilT» 
Sr^trGIT^* (»**llllf (*ft) ) ifcftA^'J K- vWffl^iLiW* (SF 

m-ioi, btRw vm ) %£*m^z>z.£&xzz 0 tgmumit, ii#2o~4o 

i#?>i/vfWi, ilfi^^JfilW^^MoiPJJ^tlgi^ii LxmfcX%2> 0 
[0 0 6 1] 
(b) -=6/ * 

<(*>$im®. (m, deae) (a^Mffe, aa^tt, suufrMtti 

tz \A 7u t 4 > A h Z> Wi 7u r >f > G & ^OfStt®3|F#J K «fc u 

[0 0 6 2] 

(*• 'J * n - ^A'fitfls of^«] 

• U h • ^^'>T->^^fi»JtTvNy-r> 1 fc**U &0. 1-2 o\ JftL< 

ttifel~50W^T?35r-/^$-fr*^ffi*tffiv>?>tL*o 
Sfc, ^7y->t**rVT-<D*7V >7Kii, <Dffi&%]*m^Z> Z ttfX% 2>tf 

i m-fo. tj-& 3 - 1 o mmstn % ? c t § * 0 
mme>$L%tru7i) xo^mmmmz^x^^ z t&x$z 0 

2004-3061548 
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[0 0 6 3] 

fi *oS ! «2^£S+ <£> • ( 3 ) SSI 

22S!St:55I*** OTO * **** (4) <s) ssim©** 



***** (7^k t>^.xk^) (S Tss^ts 

*2Ti££ ******** (1 D *»K*fett«lft^*t=*J»t*SS1690**JBfk 

2Z y **** ( 1 2 > *«*^»*Mn«K*»t*SS169W* 
«Kft«4«ft«««Mrt««mo?Hf • fflftftk (13) SSl69£=r- K+*D 

S^ill ^>***^*»* < 14 > SS169*a-Ki-*«fe^ 
*»Woatft^.SS169* fctt^OBBfl^-/*- K^fl^^lv^77 * ^x-f - 

r?t^*fflv»4: ttcio-c, ssi69fc*©nr;/*- (fc l< «y k) o**^ 

+ttttf%lt~* ^*< 4 ^*^-* f • ft**!* iTftJi 

SS169JSL SS169*fctt-tO««^y^K*3-K-t4 DNA ^HflODNA 
i. fc *i5J»*^* S ** ) * ^^ OT ^^' b >'^^^«t^SSl69S^i-<g,tfi:# (JBJL 

o 

[0 0 6 4] 

(1) SS169tc^LTiRF*a&ajfDtt«r^ri-«-ft^oft5g 

Y *t^K ^V^r/^, t^hy^ PACAP, ^ 

;V#r7>, ^Vi/h-'A 7KW>5; a iJ^ G H R H> CRF A 

CTH, GRP, PTH,VIP(;ty 7 my r>K yw 

■r^K #'Myf K) , yvh^^>, k-^'a ^fr A 75Vf 

CGRP (*^/yfi>i;->.;v- f ^ y K) N n>f3hi;x> 

* J: (chemokine) IL-8, GROi, GROfl, GRO 

y, NAP- 2, ENA-7 8, P F 4 > I P 1 0, G C P — 2 > MCP — l HC14 
, MCP-3, 1-309, MIP1«,MIP-1£, R ANTE S& if) ' K-te 
x>rn^h-jA ^-n^Vv^ TRH, ;0^ 7N7 

A»*f©lMlHjfe*#ifc*- 7T >^ 4r ^- ftif0 | fc| . % ffi?LK% 
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10 0 6 5] 

^ 7 ^^-^tatilv»4:kl:J:oT, SS169£fir* L TiWft 

-?»iS^5Ef hL * * *** K * V. T li , SS169 

[0 0 6 6] 

^*5i^«^f**^16»*^*tt**^»^fc*»t*, *mLfctt*fl:**OSS16 
tEE 5r IT -2> 1 fc* % 

£1$ f m ^tfit <-«>•** -tBo*»Wott»*H3fefttfcH* GM 

«ft**o*iB, mmm». mmm^mttzi±mmmmm±mizn-r^^&^m^-r 

{ ^m^tl Z ^33S m * % SS169 * fz fi * ^K*a-FtiDNA**tt* 
JSSFf^Sftf^i "j»«««^K«lLfc, *fctt**U:»»c^*ftfcSS 

LS?^S^^1S2?"* ) **Lfcttftft**«>SSl 
[0 0 6 7] 

inl^^ ^*? tt ^^*«^**M6»****iuic#qrr'*iija) ssi 

5 Mp ^5L.^ y ' >h ~^ ,J>mM ^ »Kfi«, ffttftS&ft*>';:/*fk c - 
t *««fci-*SS169*fctt*©ttlc#-f * y ff> K (*fettU*r/-) oft^fe* 

i^^^ ssi 

oT»J£LtKf&3iL£SS1693i (SS1694 fcMt*©ttflN*r* K*a- KtiDNAt* 

,2 " £ 2 - :3 6 2Li? * ,4 **ft**** * e **) * *iA*ittett 
if) £ t ^tt i-*ssi69* feiifotticwt* y™ k 
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±IB(l)--(3)<7)i$i££*T&v\ ^^b^75«SS169lc^-r^,ii:^5ieL7tM 
[0 0 6 8] 

*1\ (JfcttH:^-) ftfc#ttK«V>*SS169*fcLTH\ ±|BLfcSSl 

ft * m ^ x±Amm mttz mm ussm & l t v» * „ 

X.SS169 fctt, ttao»3»*4fe^fflv»fe*L**«, SS169* a- Ki"fc DN 

A S:«9LttftiA^M«ISl-C^$«« £ i »: J: tffkoZtimtL^o Bmt-tZ 
Se*t*fl-*a-K-*-*DNA»fM-»c»±, «Ht, cDNAW^W#, MLUti 
K«ftS*t*fc«>-C-*ifcv> 0 ifi?(fm*DNA*fflv»TUK SS169* 

3-Ki"*DNAWM-*«±»» (SfcttAA) MCiAU *tie>*%H$X 

T£^^?ll$M^ 4 (nuclear polyhedrosis virus ; NP V) ^K'j >"7°n^e 

[0 0 6 9] 

J5^2 ,; ^ >K (tlzltls*??-) ftjfe*tttc*v»T, SS169»(i. -ett^#:<2r^ 
[0 0 7 0] 

SS169^r^-r^«t{±, SS16«J[*»5lLfcteJWft*v^*t, in±»at 

MMMfcLtl^ fflft**#Lfc^ ^tiiMSl©MT§ibti^«)i^ 
^<^4tL4H^ifc«:v^ 0 «OW*Si:tT(±. Potter-Elvehjeml!** v^- 
tT-^5£2 t **** fc 7--J>m>^nn> (KinematicaM) 

JffiS** £ £ afif^i, MftKoa'Hfctt. ^M^^fe^jK 

2|B«^«ifeft^oa**|cj:*^Mft«»±fcLTfflv»e,iL* 0 fffttt»|ttt« 
ffiiS (500rpm~3000rpm) &l~i 0 #) JfcfrU _L»* 

(15000rpm~30000rpm) "Cii#3 0#~2B#«3t4>U 

[0 0 7 1 ] 

SS169«*^-t-*«ift^-e-O«liB^ttiOSS169SI<0»tt N lfflftiilfct) 1 0 3 - 1 0 8 
tl^ttZtl^y 1 0 5 ~ 1 0 7 «^t?**o**j: r, jaFJIt?**. A« 
*#v>BifKH*SfeiJO';«'>K||'frStt (Jt«tt) #*<&<k ***ar**»;-i 

SS169*7fctt*©ttfc*H-* K**3fe1-*±IBO (1)^(3) 0^***^4^* 

SS169S#^TOTi^i:LT(i. ^^MOSS169^MM^^s * t:l±*tit IW©«tt* 

-r22, L ?5?2t t ' tLT ^ [3HK t 125 n, C 14 CK [ 35 S]**> 

ffiSE# 2004-3061548 
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-tnh_v, -a-n^f KY, 7'J^ A'y^ r > 

>, t + vFv>, PACAP, -fe*l^>, 9)VUa'y^ *;vv^v, 7KW>^ 
WhX^f^ G H R H> CRF, ACTH, GRP. PTH, VIP (^v 
79t4? <{VT7sT4-f)\, 7 > K K *''J^f K) , V7hX^f> 

. K-/t?>, T?r A /7^>, CGRP (*;^^^-» JV 

-rOKWK) , o^pjx^ ^^m^fV, ?u*9 7?>V> Y 

U ^/^V y \ 7 ^ ly> ^ a&ZVp-T^HO (chemokine) (ffl 

^'^ IL-8, GROa, GR0]9> GROy, NAP-2. ENA-78, PF4 
IP10, GCP-2,MCP-h HC14,MCP-3, I-3 0 9,MIP1« 
MI P- 1 0, RANTES*^) % JCV K-fc'J x>fn#x h y y, =• > 

ia-n7->->^ TRH, a?^* l/7f^ v 9 at*)*? 9 4 b~tfcii#? Z&ft 

[0 0 7 2J 

* *^!fJ*-?i 69 *^«*«>*K#-r* U 1f> KOftfefrtttrfif*} fctt, *-fSS169 
SS169«^p B n ^li^t-^>o pH4-10 (Si L<f±pH6~8) <7>V 

>Bt* ^7-, h y * ^r-i ^<7)ssi69 1 y *r k t <om&* mm- l 

APS, Tween-80™ (7Ei-7h7Xt) > f^^^^ 

^#M*tt^J^^vjfli»T;wr$ + ZtD&ws&X**? ? r -Kin*.* 

Cti " elSo $?>lc > ^T7-fi:n Hr^-^'J ffy KW^jfpi^gfi«,f 
PMSF, n^^^^, E-6 4 (*?* m%mU) > ^^>^^ 7 , nf7 
-•b*P»^J^»f & ;titi4„ O.Olml-lOml SS169«!K»tRK % ( 
5 0 0 0 cpm~5 0 0 0 0 0 cpm) ?) [ 3 H) , C 1 2 5 I ] C 1 4 C] [ 3 5 
S] ft^*e«»LfcKlfcfl:^»«r#ff**4 0 gM**WjBf« (NSB) **n*fc*fc* 
a*^^«OWRft^»*JpiLfcRj6f-a-rftffl*i-& 0 RJB«#E;o-5 0*C Si 
L<f±&>4~3 7*CT% ®2 0^-24^ HiL<(±^3 3 SSNWfi 1 * 3 o MJfc 

(B) *&aM*Jltttt*ft (NSB) *3|v*fc**>h (B-NSB) #0co 

■f" & £ § -2) 0 " """" 

[0 0 7 3] 

SS169 * fc it * Ott * y K * ftjgi- * _h feo (4 ) _ (5) 0 ^ £ ^ fc ^ 

Ml*lCa 2 ttrtcAMP4l, «f3cGMP4^ 

4^ mmmig&mm, Mrtseiov c - f 0 s ostein P ho-st^^* 

LT7yt-f*fr4orUv>„ cAMPi±}l|ili^jStt } :ovvtli, 7 * ;i/ 

[0 0 7 4] 

2004-3061548 
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^— 5>: 24/ 



10 0 7 5] 

SS169 * a «Bfl& t tz litvmmfr, SS169* 5 «Bfla<^ J§*±» ft fc* 

1. y#>K (nry*-) ftsgfljgstm ' ~ ' 

Hanks* Balanced Salt Solution (^7*nt±^) tc, 0.0 5 %<D *) "sfoXfkT )V7 5 V ( 

(2) SS169»$|Sfi 

SS169«*5&a$*feCHO«BI&*, 1 2?t^l/- h i: 5 x 1 0 5 3 
7 8 C, 5%C0 2 , 9 5% a i r1?2B«**Lfc40 (SS169j&*fl-*&£6 Jf <0®&l m 

(3) «««^ffc^ 

7X«2^ 0 ^^^ 4 ^*^^^-2or^T^t. mmzmsmmmmzT 1 a 
wm-fb^w tracts* ioo~ioo o^jftv^je^nssti-^o 

[0 0 7 6] 

2. ffljgg; 

(1) 1 2^^*ffi-/l,- h KT«LfcSS169*»»C HOffi^ *&ffi*tttt 1 m 
«rajteffl«««[T?H«HctJ6»Ufc«) , 4 9 0 ^1 ©W5feffl*«**4tftfcilD*.*o 

(3)KJ&«*Ifc*U lm 1 Oi5feifr««#iB[-e3EI*»-f So jfflll £*§^L 
M«^^0.2N NaOH-l%SDS«U 4ml»>^fl/- 

*-a (wmmrn tm&-r& 0 

[0 0 7 7] 

^v>, iJi-\£yjY\ aV'^ht^, tnfsv, 
-n^f-KY, yy>, Avyvr>^ ^VhS^, PACAP, -fe 

*l"^>, **;v#=f>, XfrZs 7KU;^y'a'J>, wh^^fv GHRH 

, CRF, AC T H> GRP. PTH, VIP (AV7^^7 * > x * 7- * A> T 

>\ 77-^->, CGRP (#;i^> h-^v?->ij ix-x-f >y K^7*^ K) a j 3 h 

l^y>> aUXtfp-^r^fj^-y (chemokine) (08x.tf, IL-8, GROa GR 
0/K GROy, NAP- 2, EN A- 7 8, PF4, I P 1 0. GCP-2.MCP- 
1> HC14, MCP-3, 1-309, MIP1«, MIP-1^, R ANTE S ft if 
) . .x>K-fey>\ i>xn^ Hj^ tx^^ -a-nr^i^^, TRH. 

ttJfE# 2004-3061548 



2004-023557 : 25/ 

[0 0 7 8] ***°*~ 7r> ^**'-**WB^***. 77 
(2) SS169©«|ft^t=H3|-*-*«j|io^|» . fc^j 

K*n- Kt*DNAt, SS169<« 
[0 0 7 9] 



tBfiE#2 004-3061548 



#02 0 0 4-0 2 3 5 5 7 ^-v? : 26/ 

^B¥ffiH&#J<7>0St&$)fc LTIi, *'Jifl,v/ijD-;K :/ n fc? V > if 'J n - ;K D 

•Jt'-JVtfn'j K> v jjfrtf* v^-f-^-b^n-*^ i> i; ^ ^ -f- ;Hr ;i/ n - ^ % tF 

tfmfhti&o " 

-tfvfcMvlftffitemtLxlZ, t'^'r/th'J^A, i7-'J^;VVf->^-7> HzA T 
[0 0 8 0] 

&T£*f#k ^i*ii*i^s^ij, , wmm (m, 

, #Uxfi/'/^.j 3 -^6 0 0 0iif) *^**&bnlxTffiteJft5BU &v>-o#5?fcj: »> 

<2r£n (DUmx- 3 - r <f > & C t iz «fc «9 fijg $ n ^> 0 
I0 0 8 1] 

2004-3061548 
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i-V: 27/ 



^ o 

10 0 8 2] 

A**) , («. >f^?^v, 7n^^> ( ^jlrZ^-t lu 

«*ti* , yyjmm *>*\,**mmm («, *y-m =f^, 

, i-iTOim (M6 0kgtLT) KJSHTIi, -ai:o|#i0 0 1-3 

*J*5°££ AO ** # * tt * ****** WWW* «##tt**fc:J: 

ffiaE# 2004-3061548 
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'**— 9 J: 28/ 



if < SJ\~"5 ^ 0,1 ; 10 °^ »*L<ttftl. 0^50mg, ± Off 
[0 0 8 4] 

(3) SS169©a*»3^M*i-**S,ftfl!>^|» . 
llSSSS*^**^ ^ K169 ®"^*^*>M^«tt, «*.tf, SS169*^1-* 

f rS^-^HOmg, »SL<l*ftl. 0-SOmg J: Off* 

f Sf J2Ii225??2*i ° ****** «e o k giS? 

*f LT ; ff-tll^***?**!^****- 1 ** * ' ******** («60k 

*»0. 0 l~3 0mgSK, »*t<«»0. l-2 0mgS«^ J: D »* L < lift n 
[0 0 8 5] ° 



(4) mfc*®wM 

LT««-*-*£fcK:j:^ Pf?» t K 5,K % 

tatl#2 004-3 0 61548 
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^-v: 29/ 



"A/^ ^fci?) K*5»t*SSl69*3- Kt4DNAi)felimRNA©*t ( 

afc^J**) «r»ttJi-*ifc**T?#*©-c % ffilxtf, KDNAJfcfimRNAoaflf, ^ 
3 (ijatT^, iDNAifclimRNA Oiffln* & v» tlfma* t'OM; 

M^/-f>A^y.J^^-y 3 >^p CR _ SSCPji (yy ^ (Genomi 

cs) , msm, 8 7 4-8 7 91 (198 9^) , yny-y'v^ • • *F • a 
• T*r$ - • t7--t^x>y^ • • a-xxx- (Proceedings of the N 
ational Academy of Sciences of the United States of America) , §8 6t 2 7 6 
6 -2 7 7 OK (1 9 8 9^) ) fcfc-fcJ: ») *Jfc"t „ 
tfSxJ*, 7-^f>vW -T'J 5/a >fcJ: ^SS169^%^1g:T^m$tL7t^(± 

, ssi69om^^icn5«i-^^sjz#mLTv^. t L<ti#5iMijrr&nrt& 

KJ:9SS169<05m«£^ffl**ifc»*tt % iilt SS169^*tfcfc»fcH«-*£jfcfc 
SS169tt, m*#tojK#*«jfc$&3iU ^T->^^>lA|feH|ft«Hc*v»-Ci(E 

# (^*> l< n%M) tm^-r&mm mm, mm&, «m#3. mmmmn, mmm 

[0 0 8 6] 

(5) ssm<Df&&m*&ikZ'&&ik<km<Dx* 

-T £ (i) Ifcfc htt9LttttO(l)jiLttU (2)«f£<z>IR«. (3)J» 
»*€>#KLfc*Ki*U<»±«MB, Sfcli (ii) 3BJMESMM*fc-£itt*SS169 mRNA 

* & iW^i- * £ «£ £ . SS1690Hm* £ gEft $ -fr * f <0 X * »; - - > ^ » *ft 

[0 0 8 7] 

SS169 mRNAt^i^l±*#fi«)|c{±JjlTOJ: *> KLTfrfcdo 
v\ -V>, ^j*, «t JjJMfciftKte, jkhrv*;^ «m*rr**. 

i^jfliffi^-y k Mjvmitw*fs mm-?*?**?) kmlx, mm mm, mmmm, 

**v»tt^o«» (00*.**, jfjssu ti> , a® («x»f, »feifc 

(*sfe«&»^) ^^v>(±« (#^m> fltflMBjaa^) 
#^tL^«^n#ttt^,ssi69 mRNAit mm, aHfO^JC «t <b 

mRNA^ffiU #lx.fi\ TaqManPCR&t'^&S-ffi^&iii^.fc ^feirt&.r £#?-e 

efr^sno^anj: i) y — *?>ruy h*if&7 ztizxY) mm-r z>zti>-?£z> 0 

R^5t<E»fr^^* *L*SS169S Jtli^-OfflJ^^ KOmRNA*R«|tcLT5g*. 8? 
[0 0 8 8] 

SSl69©$&S*£&ft$**fl:'&4&0.** U - ->^(± x 

?*5-?L2>-fcmmm (3 ofm*^L2 4b#im, ^jkiu om^li 2r#n 

UK J: L<lilHKM^L6NFTO ^Kti-^Mt (3 0W^L3B 
»iL<lililWf4^L2Bf> i^iL<l±lNF»^L2 4 B#W&) , * 

3 0^^L3at, «P£L<lilB#IWf&fcv*L2Bm> * L < Mt 1 B#H&fcv> 

miE#2 004-3061548 
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30/ 



[0 0 8 9] 
[0 0 9 0] 

i«*dfcLT»6*i*W(|l±jeft-C«»tt-C**0-C, ttMft* 

* W ^ ***** CttlT»4t* 

VhLSf - B|: °^°- 1 ^00mg, #*L<»±ftl. 0~50mg, 

tt**«Atr, m ■ MX****** (M6 0fcgt LT) K&^Tli -H^oift 

°\ n 1 ^-2?JLf * % ** L<ti ^ 0 ' l^Omggg, J O#*b<li«&0. 1 
^i^sfe***^*^*^**?**- hJBWo^t, M6 0 k 

[0 0 9 1 ] 

(6) SS1690«M*^***ft^t«*^*#«*A«>^B . ft** 

oiiKttftwtiHTv.ittuM. tot, im**i? 

****** «re rS8l690*tt^CH»t-««Ul«>?nr • ttMHJ fcPWUcLTMMl: 

t«>J:^KLr#fe*L*««i4j^-c«tt-e**©^ «iL«r, mm,M®j <«*.wr, 

thlE#2 004-3061548 



9$m 2004-023557 



^-v*: 31/ 



tK ^-A ^ri, -fr;^^) K#LT»4t* 

ftPS#o»^ « • jMttW«*JM (#16 Okgh 

LT) JCiJ^Tfi, -BKo^ftO. 1-1 OOmg, «f*L<f±ftl. 0-50m g> 

0. 01-30mg8S, ffiL<ttftO. 1 - 2 0 m ggJK, «fc 19 jf * L < fift 0 . 1 
- 1 0mgi««-j8#tSW8^*4 o t: M6 0 k 

[0 0 9 21 

(7) SS169fcttLT#*«fMntt**?-*flS'frW (ij^K^liH:^-) o^g 
ft 

•t&*>*>, ^#^SS169Mi:^ftl5$*'&CfctcJ:oT^#:^0'j5!r> K (SfcliHr 
r^-) MSriUJ^f ^-H^i^o JM*»fctt % JJlTO(l)Jfcli(2)4^: 

(1) AfllfelB r 9 v * A y T y -b 4 J (WMttx BBftl 4 9 ^Sfcfr) 

(2) A*EgH ri7y'tUy77t^J (»&*fc, BB^D 5 4 ^f&fr) 
[0 0 9 3] 

ft 

SSl69S£#v>&rt N *^(ija^x.SS1690H^m^«^L, m^^m^tzT 7 i - 
f-f-Tft-f^ffl^ciicioT, SS169fc*<Z>'J K (tftliU:^-) <o 

m^8t> 7tf;V3.j>i^ «Bll&rtCa 2 + 5tt«, ilficAMPtl «l*lcGM 

p£$, oyh-;wjvm *bii&m&&s^ mmftm&nw >wnk, c-f o 
sofSMx pH«!>ftT«rif*<Eai-r*«tt*feiijqi«ii-*Mttar^) ( 

Tn*-*H N (n) »»J^fStt^*L=feWb^ (7>*=r-xY) , (m) SS16 

9fc-e©u^r>K (4 feline*-) *4vm± (-) ssi 

*»9§»i, (i) SS169^ h-trW jf> K (ifcttH:^-) 
(ii) SSmmbZr<7)Vtf>V (*fct±Hr7* -) £ J: inWttffe-fr** 
tt3*fc*^fcOJt«fc*ftfcd SS169fc-?-OU^> K (£ fcli lx-ty 

±K**y-— >^*tt*c*v^r»±, (i) t (ii) *>#£-fc*m*ssi69fci*-*-sy 

[0 0 9 4] 

ttiiE# 2004-3061548 
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32/ 



!^;*f + r (i ; M ^ fctt**«±«r«tti**fc»^*»t* " wife * 

[0 0 9 5] 

J, itAcAMF^ MAcGMP^ *ys/h-*y>B»2 MMffiS 

^JJS* 8 ***** 1 "* " b iZ X ° ^«^±^il LfcSS169«4 feliiUHBoD 
?2J2i -I2* h " /|MIIB ^ T***a «|*iCa 2 ft A ft c 

Mil; pHw^'Mt^ t ^ :Wjt ^ 

tt*fc) *«SU tt*rf*£fc*4HK*«SSi69fc*<oy#>K (4*1*1^*- 
[0 0 9 6] ^ik^wt^o 
^W<0^^y-->^fto^.#6g^^§.^ Tlci - So 

£-f> ^ 'J - - >^ttt:ffiv>4SS169«t LT(i, _tELfcSS169& ? <T i± 

tBSE#2 004-3061548 
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33/ 



^M^^t- X*?^*»** L *** W^DNAtWUWM 

1 (nuclear polyhidrosis virus; NPV) ©*>j ^ K >- y a *-* -J 
[0 0 9 8] 

[0 0 9 9] 
[0 10 0] 

4 s i 6 ^^^ * ***** i^f^** 

A#tfJ £ tt , SS169 1 *o> y # > K fc ^ig<k^^^> ft** <DX? 7* 

mm 2 004-3061548 
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34/ 



»***fi*S**B«^ CHAPS, Tween-8 0™ (fcE-T *£k*fc) 
0 0 0 0 0 c pm) ©tW»L:fc';#>K**inU BB*r 1 0~ 4 u! - fl; 

sb) tioo%afei», *«f*tt** (b-nsb) V Yn*t?T?i-A 

^^^^^ ^ 

ft* ttfiCa ^ •tftcAMP4«, McGMP 

, «©m^ssi69«*ss^ 

SSl69t 



Wil#2 004-3061548 
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^-s>: 35/ 



*&w<n>* rm*v v<omt Ltii, &<Di>(Dtfmtfbti2> 0 

1. x?v-->?mu.m 

Hanks' Balanced Salt Solution (*~ &R) fc, 0 . 0 5 %<0->yjfiif7^/5> f 
(2)SS169«Ma Q B 

SS169^^^$-^7t:CHOm=S-, 1 2 ^T^- h 5 X 1 0 5 m/K'QmX U 3 
7*C. 5%C0 2> 9 5%a i rT?2 HB**Lfc40 (SS169£**#&$*T.*:»^ g 
^P-H±ifiSSl69jfc#-e3-7M >^£*L-CV>*) 0 

im<o y h), c 1 2 5 n . c 1 4 ck c 3 5 S3 **-c*i»Lfcy#>K (v 

(4)'J#>K (V-b^-) IR&ft 

Jfeft*';*v-ARK«$*fc^n^*.j#y- A taaftiHtti PBS*) 
[0 1 0 4 J 

2. wmm 

( PJ, 2 r^?^ m ^f U ~ H - T ^*I-^SS169«^CHOm^. 1 m 

h*r»^««*-C|B|«^**tfe|fe) . 4 9 0,. 10«fiMMr««#^lcftiit« a 
(2) 1 0 - 1 0 10 MOftUffcft£*r#tt* 5 ^ 1 Jnitfcfc, *Nk>; K (ifcli 

m&LtzmW) tf> K (ttzlil< £0.2N NaOH-l%SDSt«L 

(^tfy^/f^yaVAH;^/^- *ffiv»Ttfcf*Ste*HsgU Per 

cent Maximum Binding (PMB) *#t©5*; [ft 1 ] T*;fc*I>& 0 
[0105] 
CJfel] 

PMB= [ (B-NSB) / (Bo -NSB) ] X 1 0 0 
PMB : Percent Maximum Binding 

b : iki$.Ztoz-tz\%<Dm. 

NSB I Non-specific Binding (#M#MtfJi£§£-g) 
B o : 
[0 10 6] 

»l*lCa 2 ttrtcAMP4C ttftcGMP41 J / vh-;Wj 

IBfllllfi:^®, #Il&rt£gffaV ^BMb, c - f o s Ofcteft, p H(OftT 

mtE#2 004-3061548 
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^-v^I 36/ 



ttn:^-) fciftSftt-Mfc^*. &*v>(i (-) ssi69fc-5-ovjy> k (i 

SMfcLTIi, ^7^h\ KM^> £-Jfcft£-«K 3&il£j£t> 

SS169 (& L< (iSSl69V-ty*-) };Wt4 7^XK±, SSl69K*H-& U K ( 

SS169 (*>L< fiSS169^-fe^^ — ) Htf-fr* T > * =f^* Mi, SS169K**-*-* «J *T> 
K (*> L < (4SS169) **^1-*^S»tt«r«I«Ji-* i^tl-S^ Rl) Kf&tt* 

SSl69t^O';>y>K (fe LOiW-fc:/*-) fc©»^**ita|-i-*fl:^»±, SS169K 

y*r>K (^>t<tissi69) ^-fs^afttt^idaii-STti&o^-eig^tt^E 

SSl69fc-£?>'J 2f>K (iKliHr^-) fc©tt#**«^$*4fk^t±, SS169 

tctt-f * #v k (*> b < tissi69) ms4tffitt^^$*-5 fc*o^-eft»tt 

[0 10 7] 

ioid teLxnbtL2>mMi*&&-emm&-?$>z<Dx^ minx, mimm w*.\i. 

fcK 7?K ***\ >f* N ^fci?) ^LtS4t* 

ftP«#o»#, « • MftttJlttM- (#16 Okgi: 

LT) H45V>Tt±, -HKo§&0. 1-1 0 Omg, fflKlifti. 0 - 5 0 m g , 
J:»)i9F4L<»±#{jl. 0-2 0mgT*5, *«niHll:K4t4*#li, fom^i 
li&#2t^> ^tftM^ SW^Ciot^Ii^^ 0Ox.»i\ ^#^iJo^-e 

*4a#tt;Ui\ « • MftNTJlttM- (M6 0kgitt) HJ3v>ti±, -HCo^ 
0. 0 1-3 Omg^JK, »S L<li&0. l-20mgfi«, «t «9 L < (i^ 0 . 1 
- 1 0mggS^^t^»«^4 o ^^j-a^t: FPi^o^i, #f6 0k 

10 10 8] 

(9) SS169fcSS169tc*tLT#||Wa^lttS:Jt-r*'fk'g-W ('J K4 fc(i V*>79 -) 

ssi69(i-Bir^o is «3 „ »a»3r#»jR#»wtci&ai^ *mm*rfrvvx*mi&mto 

) ti, ^&mnik<o frits /*tzk±ftm®mv>&ii; (pt&%>L<\±%m tm^-tz 
mm »jK«wb, i^jflLjE, o^m 

Rto&«J*SS169tf>«f&^fc L < l*:fc*K:HSg1-*£jfts>^|» • fe^Jt Ltffflf 

coj:9^bT#^*t*i!i^jfi^-e^tt-e^ S o-e, «jttf, «9Ltt« (0f*.i*\ 

£UfiE# 2004-3061548 
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^ * 3> "**'** ) ^'-wt* 

M5Jt5*£5J2*22 # *?' ***** ***** ** a********* 

;i«£St*«u;???!^j if ***** o * 

[0109] 

(10) SS169^<7)^» 

[0110] 

J^***^*^**^»*«r<, ttB£ft*e*EKft (iilf, SS169* 
[0 111] 

£iJiE# 2004-3061548' 
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[0112] 

7 O 

ttff^eftta**-*. ttMK4i«)ttJ|»«Hi^«9 f^KSSlSl^* 

3«tr) , *rjii*tt*a nmfti£sj (» 2 jk) (hSk. a«s ?iSS) 
. wiwaea nmfti^j ( « 3 a) (■wtt/m e 2 r?v I 

' (Meth ° dS in ENZYM0L0GY > J Vol. 70 (Immunochemical Tech 

niques (Part A)K H# Vol. 73 (Immunochemical Techniques (Part B)h H* Vol 7 
4 (Immunochemical Techniques (Part Q), R» Vol. 84 (Immunochemical Techniques 
(Part D- Selected Immunoassays)), R« Vol. 92 (Immunochemical Techniques (Part 
E. Monoclonal Antibodxes and General Immunoassay Methods)), H# Vol 121 (Immun 
^ 1 TL^ i ?5, ( ^ J ii-?? rid0 " Technol °^ and Monoclonal Aniibodies)) ( 

ffiliE# 2004-3061548 
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*fci6K:«ffl-i-*ii:«r v #« 0 SS169* 
[0 114] 

(11) MM*7tli«^^^tt^SS1690fi^^b$^^^%0^^';-r:>^ 

•= * »t * SS169©« * «ft * * * fls#»o x ^ U - = > Kffl v » * i 55 1 * 

«L2«/ , ?5*S^ (1)J|1 * % C2)#ft<DK», (3)K#*Ml*Lfc«*L<tt*i 
ft**««Lfcft, «ftim»***U a«*Wfrfc#*ft*SS169*»+*£fcr 
*Wfl&R»ci3tt*SS1690*«rgE'fb$-e-*^1&^^^ 'J -^>^y& (**VM4 " 

Sr JftT £ [Z «fc £ , frc*3tt^> SS169^>4 £ 3Ef b $ i*r & ft-fr® <D*W-->y 

[0 115J 



»«u ml mm, , S3u«^5riS*A 

[0 116] 

«*®«»*ttttttt, Potter-Elvehje^***"** 

°/ , r ^ a ; 2 0 0 0 r p m) x ' m ^ m fti-H»)»tu ±»*™ 

U*a (I 5 0 0 0 rpm~3 0 0 0 0 rpm) tM3 0^2Wiu »6fL* 

ffiliE#2 004-3061548 
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^-s>: 40/ 



[0 117] 
[0118] 

, «»KH*fc:***L*ssl69«*S6*-f*ii:*»-c§* 0 
[0 119] 

L<(il^Mv>L6^Kf) t L < »±-5gB*M« (30M^L3H 
»S L<f41l$W?£ft^L2 B?^ J:»)«fi L < »± 1 B*W|ft^v» L2 4I^W«) £ 

L2 4BSHH&) , «fiiHC*»t*SS169<D**5e»i-*cfc t -j: 

ffi'f^L^ 70 ^ »*L<lilB^t 3 0^ iO#*L<tt2lS"* 
[0120] e ^° 

[0 12 1] 
[0 12 2] 

Ca 2+ MM. ilAcAMP^ MMcGMP&fi, * y v |> m 
MrtSei^V >BMfc, c - f o s oSftfb. p H©fcT****«* 
iittS^Mtm^ *tt»»*«ftft* (n) 

tfJSE#2 004-3061548 
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[0 12 3] 

^<5D«fc^tcLT#fbtL^M^(±^TM5:#'tt-e^^>c7)T», m%W)®l 

**** * y * J * ^ -fr/Uft*) icWLTWi-i 

VhL£fV«£* -H^ftO.lMOOmg, fflUlifel. 0~50mg, 

« • imtt***A* (M6 0 k g tlx) V*™xi±\ -sfzSK 
°\ n 1 "~ii?lf? % «F*L<ii*5j0. l-20mg^ J:t)^L<li^0. 1 

[0 12 4] 

*?i L i£J2l?I!"*" f *** mm -^ mm***, m 

iOJ:^fcLT»^^*««J»i^-c«tt-e**0-c, «9LI&* 

* y9J * *^ icjttra#i-i 

► *L£fV^ -B«=oifto.H100mg, #*L<tt»l. 0~50mg, 

tta*«*tf, *f • Hlftiltlf (*fi 6 0 k g fc LT) fcSv'-ctt Sft 
°\ n ^li?!??^ ** L<{i ^°- l-2 0mg«, J:l>fftL<tt»0. 1 

[0 12 5] 

*f!li»fc*v*TSS169«> r«ttXj fctt, SS1690HSI «E9. 8J1K> AMR***** 

WiE# 2004-3061548 
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2 A tits* fc ^ ' v * *« = ' * 

ICRMiw *4^±i*f , /£^ 1 **' B 6 D 2 F i ^,$c, BALB/c^l 
' i LK ^««^) s^li7 7 h iilf, Wi star SD^W y-MHt* i 71 

* h«9L»««>ttlct: KtW^tt* r«»L»ftj tLTtt, Jneo^ 

[0 12 7] 

mSE#2 004-3061548 



#12 0 0 4-0 2 3 5 5 7 . 43/ 

[0128] 

— — fijfll#|«3r -f frAtkWi, hniJUX, 7?y-7^ WiAii/U.n^^ 

Mfcttiftfil*©^^ K4if*«ff4U<S*€,« e ***** 

, MHC^7^ Ifflg. (H-2L , H-ras, K-/<5 > S —XMftmm 

*Z^TJ^Z~* (TP0) * ^^K«WB*i. (EF- A)*^ 

*£2+*™, tt / ? N AWWW*i:*v»Tl»it*^^yt"NAoi» 

> * * «t ft*** D N A OE^ v> * i 54 * «F 4 I f 

i»fci-**MHtDNA**6fc*«5l»**B»-C*DNA^^-f^> 

jE#*SS1690flft«jftti % tf, * 3 

5»* £355?? ??S?2? *2? N £i »Sift* dn. 

thSE# 2004-3061548 
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v> T *»J ott*Sf n t is*?f ? ° £ N A •W*««l«»»BiBCt 



[0 13 0] 



[0131] 

mtiE# 2004-3061548 



#H2 0 0 4-0 2 3 ^7 . 

u t cj jj b 7 ^->? : 45/ 

) ^mm^^^^^t^tr Sl69 ^ mm ^ (dominant negative^ 

(5)X«SS1690J|Ltt«|jH« i V-e-OflC^aft t'^x.fbtL^ 

ffisiE#2 004-3061548 
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A*««frttKSSie9©«5l*«r*t«rv» (&T\ *»!Boy ^7-> hDNAkif A> 
[0133] ° 

5?^^i ,| ^*** + **»"*DNA*J|l«U *S*+v>i*2i 

7! acZ (/?~*7ny^4^), cat (^5A7x-3-mf* 
«DNABW poly Atttn ; >^**) * mx Z? kltl^fitit 

SnM?£SK* AU ***** S«^ov>T^IoDNaS^?^ 

* ^%^t?JSf " ^**"»ODNA*^«fls*«5BoE Stti: LTJi. fl 
*r«?r£f Im-fft <^ ^fcOEvanstKaufaanO* 

?£?i2, J^^ 6 ^^ A ^ C57BL/ 6^«co^$^DBA/2toS^ 
UDiJiLfcBDFiV^ (C57BL/6tDBA/2^Fi ) tH,»Tf*T 

[0 13 4] 

>;™£«sx£, 5 s«^i:° 

£UfE# 2004-3061548 
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EDTA » (j1#0. 0 0 1 - 0 . 5 % b 'j 7°V > / 0 p n T A ✓ 



) *7 8* 7 63^ !^^' T ," X " (Pr0C - NatL Acad - Sci. U.S.A. 



ol.) . £8 7», 2 71, 1 9 8 5*1 /^*Vq«*S^^1; Morph 
1 

3 

[0 1 3 5 J 



^^^^ 

ISJBf Sift.**: 3 ^ n £Mfc*J*i. a, * y.. , . Z! ° ^ , \7 
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«*»«0DNAM0J5«^0DNAS?!li:*r9'fv-afcPCRffil:j:4«*r 

*m^xft%TZt&x%z 0 ww 

[0 13 6] 

* ***** ?4§t V " * T ^ ** LTV '* - fc *«BL"Ca»©l!HfflWcinHB-ft 

DNAO«#t*«loi*tJnEt*£ t Ki I), »PP«fl:DNA**ra».-fefrcoW* 
*=*°**21 =f " h *** ,l * L ^* 0 ******** =*--h»*MU 9***£tt 

S^^^DNAI&S^** SS169KJ; »«H*3*ife«tt4 0!>£r 

[0137] 

««m$u Mj«mi8u nn^^^^tfe,^ -^Mb 

ffilE# 2004-3061548 



!&m. 2 0 0 4-0 2 3 5 5 7 ^- y ; 49/ 

[0 13 8] 

JS^tSiiSS f u?* L < *** 30*^i«*t< Oft 5 0 %S±S Lfe 

S & o 

:^?Ktmwwiii, ^fttttt^^t, mm 

(M6 0kgfcLT) fc*5V>Ttt, -H{:o||(,0.1^i00mg, »*L<*i»l 

Ii7i+*?** 0, 01 ^ 0m « 0iL<(J»O. l-20mgm J: Off 
[0 1 3 9 J 

(14 b) *»WODNAtc#+*^n*-.^-.oigtt*«»4fettH#-t-* fl: ^o^ 

»^tltli, WIHfc ratio &07&»*»fe,*L4 0 

* (1 «cZ) , ^T^*y7*^7r*-«^*fctt^ 7 ^^ jt |f; 

WfiE# 2004-3061548 
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SS169*:?- Kt ^ D N Ai^W-^^«IS*<7) /? - 
F'Jll'^-^n^yvK (X-ga 1) Oi^^-^? 

^Ii:* kK5!fc ^ HSBU '^WW4i*** (PBS) t« X-ga l4 
ImM EDTA/PBS»^nai:J;ot, B -*9 h*r-l£S5** 
mtxlxt^™*^ 0 **' C *^ 1 »cZ* 3 -K/*mRNA4 

2^ 2*5 J*** ***** fc*tt***£5*il 

ilf*m^l? m " **** «>*>*»*%$*)tt> 

[0 14 0] 

r£t%Z? N c A c!;^ * ~ 9 - * ft** * fc \±*<r>mt, SS1690 

^5fm2? N ^^^t5 7 ' n ' :e "^~ fStt * ,fi * t "^ ft*» * I* * ©*tt , SS1690 

[0141] 

c* <£>o 

toj^fcLTfrfcMWPhi, 5t*-c»ttT?**«!>-c, mx.il 

"B^ftO.lMOOmg, ff4L<li»l. O^Omg 

mtE# 2004-3061548 
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xtar. * • j»ftftHr»*jft# (#3:6 okgUt) fc*v»-ctt, -bico^&o o 1 

-30mgSS, ^L<(i^0. 1 - 2 0 m gUm, X *) # * L < lift 0 . l-l Om 



*»(H©DNA^t*yn 



ffcJB 3 £ & iTfg t & a o $ <b KilB^n -t- * -fflj^jcjts & W * -iftfS 

^Sr*^*-^ ^^^l-^id&jWW&ttSrHf^-tntf, SS169-?-0 i> <0(0^n^<OM 

[0 14 2] 

*9§«l#*5J:tf|gWK*5V>T, M^T5y^i:^!|f-e^t^^ I UP AC 
— I UB Commission on Biochemical Nomenclature \Z <fc & & Wi^^MH-^fe 

D N A : TJr 3r -> 'J sK^gg 

c D N A : *B*j§|ft 7** * > i; 

A : 7f- > 

T : ^5 > 

G WT-y 

C :vfy> 

RNA : Vtftm 

m R N A : J y -fe y =J ^ — ij ,-}?^^ 

dATP :ft^y7fyy>H'J>t 

dTTP :ft^yf5y>H'J^ 

dGTP : 7~**~> VT y& 

dCTP : ft + yyfy^'J >^ 

ATP ITfyv^E'JVl 

EDTA : ^uy-jr <ym^M 

SDS : Kfy;viHtb'je,A 



[0 

G l 
A l 
V a 
L e 
I l 
S e 
Th 
Cy 
Me 
G l 
A s 
Ly 
A r 



4 3] 



n/fyy 

xu*-y 
y 2*7-4 y 
*^*=.y 

T*'*7*?y\ 
V yy 
T)\s*?-y 
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His : n^-f-v'y 

P h e : 7i-;k77-> 

T y r : n v > 

T. r p : h V h 7 r > 

Pro : v y 

A s n : T^/^^^r > 

Gin : 5 ^ 

P G 1 u : tfn tr)V9 5 >@£ 

Me : 

E t : 

B u : y^jvm 

P h : 7 

T [0144] : v^-4 (R) -*Wf5Ki 

1 0 s : p - h ^ x > 7, ;w 7 * " " ~ ' 

C H O : * ;i/ 5 ;i/ 

B z 1 : ^> ->*;i/ 

ChBzl :2, 6 -v^ n n^>y?;t, 

Bom : ^O^*^:/^^ 

C1 ~ Z :2-^n^»'^^^ 

Br-Z : 2 -rn^>^t**/AA/#i* 

Boc : t —zT h 

DNP :^hn7x;-;i/ 

T r t : J. ij 

Bum : t 

Fmoc : N-9-7)V*l,-)i,s h^v*;VsK-;v 

HOBt : l - t Kn^fy^>x h «; TV~)V 

HOOBt : 3,4-ytKD-3-bKD + y- 4 -^v- 

1,2,3 -s<yVY 'JTv'V 

HONB :i-tKn + y.5-;H- Hx2i3 .^ jKftw; K 

[0 14 5] 

C@e^iJ#-^ : i ] 

CEW»*?2 f **** L < ttJ>afa * SS169 *^ w **KW*^. 

7 o 

CffiJFfl*-^ : 3 ) 

cShht 4 f ***** L < ""Sftssiegafe^oaatKRits-r. 

Cie^J#-^ : 5 ] 
ClB2«-5§- : 6 ] 

tbiE# 2004-3061548 
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: 7 ] 

CSB?|J#^ : 8 3 

r!™iS 169 ^^° * n - ^ * *r fcJB v >fc5' -RACE"/ 9 -f v - ettSEH*^-*-. 

rl!^? 169 *^^^ °-->^tCfflv^3* -RACE:/?* v-ottafeE^Jfcjj^- 0 

CE^Jw-f- : l o 3 

v**SSl69?>c DNAHB^JS-^i-o 

Cran^ :ii] 
[EyiJ#-^- : l 2 ] 

k b^l69»fe^-o^n-->'^ l -fflv^3* -RACE/*? * %m-f 0 

mtm^ : Hi 

hSS1695t^c0cDNAia?!|=S:^i- o 
[E?iJ#-f : 14] 

CE?y* f 169 i 5 f N A m * * m * * * * * * ^ ^ fzzf 9 * v ~ * ^ • 

CE*iif 169 1 ia 7 ^ T "° * n ~ ~ y * izm ^ * 3 ' -race-/ 7 * v — o&a^j * ^ D 
: 1 83 

(E^"l t ^^ D '"" :/ ^^fflv>fc3» -RACE 7*7 4 v-(7)ig^iB?iJ^^i- 0 

r™!? 169 *^ 0 ^ D ~- ^ ^fcffi v»fc3' -RACE"/? -f *r-tf5«[atE3Fg*^-t- 0 
_9?hSS169 cDNAffifM" (CDS) WmZ^&lttoKm^ti?? 4 v-oa&BM* 
(E?!l#-£ : 2 1 3 

_9?hSS169 c D N A 8lf (CDS) fc*KfflV>fc:/? * ^-©ttfcEfl* 

C@B^J#-^ : 2 2 3 

y y hmmmm*:frBi> t < «ii«&jtssi69»CTott*E3N*jF-*- . 

[EBI#-£ : 2 3 3 

"t"o 

CI2?iJ#-^ : 2 4 3 

hssi69 cDNAiifn-^iiiPi^^^^icxcM^Tty^^-v-o^E^^^-ro 

CEBI## : 2 5 3 

?y hSSl69 cDNA«fM-*Ji*$«fcie>»Cffiv^r9>f-T-«5itt*E3W«-i- 0 
[0146] «5-j<lj, 0 

«\ ^fllO^rffi Molecular cloning, 2nd., J.Sambrook et al. f Cold Spring 

Harbor Lab. Press (1989)^tcE«o^ffi) fcUfcoTfrofc,, 
[HifeMl] 
10 14 7] 

mE#2 004-3061548 
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^^^B»tBa/F3 CTO-fe;w?>* ; RCB0805) l±, . jtfifti- I 

ASK 

" ********* L * 4 * MPL M ^tt}:ii«^K^>^ }4?; 
»affi?<iTV^ (Kojima^ctOTitamura, Nature Biotech. , 17:487-490 1QQQ") 

W:HD^;^^-^ tu ft*a^cDNA#i/W/-^x>^i 
Sil^^, c ^ A1 ; 3 ~ ^^ISStMP L M ^S^^B a/F 3 ^1 

f ? T»»3 ! Thr ^**^MP L M ©a- K«* (AMP L 

m*ttM-ffiKM6ir)ntt) *fc»**tt*tf*U Quick Prep mRNA 
^ 1Ca r° n c lt . (PharmaCia) * fflv ^ i#^nF 3 - M ;t, tfK) i yAW m4 . 
■MU Superscript Choice System (Gibco-BRL) ^I^t7>nMtv-r i ^)cD 
NAK**l,fc 0 »**lfccDNA*, BstXlT^*- (Invitrogen) ^TVhD^A 
^^-pMX-SSTOBstXI^-^ M:#AU MPL m W «ilC*cIWA*9-f r-i^ai 
fco #£>*ifcDNA*E. coli DHlOB^K^v* hn^i/--> 3 ^^^ v >TlAL 

^ii^lft*? 6 ^ Ther -^ 7(12): 1063 - 1066 . 2000 ; x^Mfc • B*9* 

•JW • $tt#mn±X *)X*) (2 x 10 6 Wtt/dish) KLipofectamine 2000 T "K* (Inv 
Slf^^TJ; ^JS!?*^' "*f^C2»L2 4«i*L*«i» * 

££££ « ? J?****" 1 (Ba/F3 > ****** RPMI1640 

t T7 8 TS2?SSi: fc ^ 96-well^V-h^^i ~10x lOVwellfc 

• 2f tVZ' 22 ****fcW***MH*BigBye Terminator Cycle Sequenc 
ing FS Ready Kit (PE Biosystems) £ <fc OT)NA£igr>- * (ABI Prism 377) * 

I^Ste^ 2 ] 
[0 14 8] 

v * -X SS^i^S^ ^ n - xl > ^ 

*iK~t££l?* blasU ^-^L*^*XM-155941 L0C239790t*BHJ 

SS^-S^*/?!? 1 ,*^ 6, (tcctgagccccacagcItca 

CAATCATAGC . E9U**8) £ <£ t>3' -RACE:/ 9 -f v - (CCTTGACAGACTCTCAGCT ; B?ll**9) 
f f^ll^lZ^J^ (Gl0ntech SMART ™ *** cDNA amplificatiofkit 

JrL^ f £5*^**^*^ dWA*fl*Lfc. -OcDNA* i: KPCR^t 
ofc(94lC 5sec. 72-C 3min=5cycle, 941C 5sec, 69<C lOsec. 72<C 3min=5cycle 94<C 
5sec 66p lOsec. 72-C 3min=40cycle) o PCR«%^1% T2fn-*^ ;H t^fcl{,T*#ML 
. 4fe^;t>Ktmfe«HilHt«BLr*6, TA cloning(PROMEGA pGB^T^ EASY) 

miiE#2 004-3061548 
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Ltzo #<btL^ll53b P 75^^^,cDNA©fM- (E?!l#^10) liv * * y y Ablast^O^ 
7$><b 500.x? V>frh%t). 393bp, lSOaa^ib^^iB^J^SiSi^T-^L^ORF^^ 
AT»v>£ 0 COcDNA cloneSrifAL^y^AS K pGEM-T(clonel69)T^M3 > tf 7- > 

h-t ^Escherichia coli DH5 a (Invitrogen) Lfc„ 
3 ] 

[0 14 9] 

h SS169jtf£T-0 ? n - - y if 

(GACTGTGGGTGTTGACTGCACATCTATG ; EfllWll) * i £>*3' -RACE?* 7 -f v 
- (CTGATCTTTCACGAGATGCTGGACTGGA ; WM^\2) *«ff-U 5'-RACE, 3'-RACE£3li& ( 
clontech SMART™ RACE cDNA amplification kit) Ltz a ^likitOiRftfFHtto TH 
J&Lfco Human skeletal muscle RM(clontech) £)Bv^TT -OIM t^$c¥RJS 

=MtV>. cDNA*ffc«Lfc 0 iOdWA**fcfcPCR*tf 0^(94-0 5sec, 72<C 3min=5cycle 
94^ 5sec, 69"C lOsec, 12V, 3min=5cycle, 941C 5sec, 661C lOsec. 72X: 3min=40cyc 
ie) 0 PCR£tt*lX 7#D-x^;vra|t^fL, %h titz^> Y*Y)\s-frh® *) ft 
LttffiLT^ib. TA cloning(PROMEGA pGEM-T EASY) Lfc 0 ftt>*lfcy9X5 KOEBI* 
SS^^i^ ^*fe?tt*f»-e*4i:i:iJ«flitfc 0 #&*t7fcl655bp****cIM 
Kftt (EyiJ#^-13) (i402bp, 133aa^e,&*EyU*-^l^J:tF2-e^L7t:ORF*^t?v>7t: 
o i OcDNA clone*!? A Lfc y* 7 * 5 K pGEM-T(clonel69) a > \£T > h * /UEsc 

herichia coli DH5 a (Invitrogen) *J&Mfc&Ltz 0 

[0 15 0] 

K J: 19 v **SS169^s^<af&3pao^£i^fc 0 

n&ifr**c57Biy6j^;*;g.j&ig^ib y-*)vim*M 

ffiU Li ^ ht Cycler-FastStart DNA Master SYBR Green 1 (Rochett) *M^Xffl$<D-f 
ZIZZ^'H^ (95^ lOmin, 95V 15sec, 65X: 5sec. 72<C 15sec, 

ttz, mmmmx^^zm^ztzft, i2«*xc57BL/6j-7** > ^kka't*** 

»ULT«a*SriW5eLfeo E^K:^-*- J: 9 fc, KKA y v<i7*-cj±C57BL/6JK.tb^Tftv>#& 
US * /K L > db/dbv 9 & v> T & ft v>3£3|fi: £ £ 0 

$ <b t^_AHHfc«ln J: &f&»fi&£^»Ji-effl h-f> n,KNh*m^xmfcLtztz. 

[Hi&fll 5 ] 
[0 15 1] 

7 y h ssiegjitfs^o ? n - — > ^ 

v**SS169«fe^OE?!)&3£K:7 y Y Y; A fc*tLTblasttfe$*?f wv^cjx^ y 
>l**^fcWv»*WItt*^EyyNW047356*q5:fti-*ifc*Jtaitfc o £ OEF!J£2£K 
4 ^f':^ CE ff (Se ^ J f^ !7> 18* J: 0*19) *i£irU 3'-RACB**JfcLfc 

o 3»tt*y h (clontech SMART™ RACE cDNA amplification kit)^##H^v>HM Lt* 
o 7 v h <bRNA-STAT60 ki t (f riendswoodtttlO tcifJttffiLfch-^ ;URNA^ffl 

rffite^SiSttrvs cDNA*f^«iL7to iOcDNA*»fflfcLTEyfl«-20*J:lf21»c|BU 
E^^ilirS^^ »«»^raai«OKfl|* 69a r hSSieNM^OflBIK 

tiilE# 2004-3061548 
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[mmm 6 ] 

[0 15 2] 

69 



tJ^^ri*f5f*i"* JI ' m ** lfllU Light Cyder-FastStart DMA Mas 
ter SYBR Green 1 (Rochett) *fflv»T«#©-/n ha-^tftu PCR*4to/* ftsri 
Omin, 95-C 15sec. 65*0 5sec, 72^ 15^r M*r»\ Lml™., -2 ( ~ 1 

[Xftfli 7 ] 
10 15 3] 

C2Cl2«(±l0%FCS^nDMEM^ffiv^T=r7-r>°3-hy^-- h -e^, *. 

[0 15 4] 

[H»J 9 ] 
[0 15 5] 

C-*»»=Flag- ta g^^t7tSSl69it^^^v.{i:GFPit^^}f AL^S^^ ^- nM 

immmi oi 

[0 15 6] 

SS169H5I nftfft 

WHE^f 2004-3061548 
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•y^^SSl69iateT-cDNA^pShutle-CMV-<^^-^m^^, El-E3*&* T iry 

^ Ji*l*^^ xtt «**w*»^ifeH«rti**Lfc (mo) ott? 

1 ] 

[0 15 7] 

©W0A*fttt*K# (Am. J. Physiol. 276, E849-E855, 1999) M£^>^1— > 3 
iSiiti^Sl^f -?2?l Flag-tag#(i^J9fe«0SSl69^^C2Cl2 

, Glutl «>XV , hexokinase II *^SkL 

^ 5 "JIH!^ , c * * ° %?a * tc ttssi69o»ft, frc«t^> mt imx> *> n * * i 

[0 15 8] 



[0 15 9] 




**{ip<0.00l£?jvt\ 
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l^J|l^?S?f?^f^ (A : NIH3T3« ; B : C2C12M) K^ t *sS 

5ur*?5???£;f£2^ sds- 



[H9] 7fXSS169«W»5lT^^-rA,x*fidt7« (2xl0 7 ofu) ffi 
xKJ'pfu) <2xl0»pfu> 

[01 0] ^ry^ ssmmm ^ M7ry (2xl0 7 ofu) f 

[■11] v*^SSl69«»HHlTry-3r-f^xtft*« (2xl0 7 Dfu) ifafiA C 

[0 16 0] 
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CS5^|J## : 5 ] 
CE?!I#-S- : 6 3 
Cse^iJ#-^ : 8 ] 

£rfi-7**SSl69 c DN AZM^-fZ fz#><D 7 U v- t LTWtm-t^ < Welti Ztitz* 

C@e^iJ#^- : 9 ) 

£S^**SS169 c DNA^rliiliI^^^a607 p 7^-7- t LT«if<<lt$^:t 
C@e^J#-t : l 1 3 

1>SS169 c DNAfc^si-^*;^:/^ -f-^-t LT^I"^ < ^tf^^Tt * U 
CS2^J#-^ : 1 2 ) 

hSSl69 c DNA£Jfi|IIi-£ tztiXD?? <<^-b UHIt^ < «fcff-$*Lfctf- V 

imm^ : 1 3 ] 

: 7 6 3 ) 
: 9 6 5 ) 
(&*#-5§- : 1 0 3 2) 

n imm7£.<7)m.m*m-f-o 

: 1 0 3 3) 
: 1 0 4 3) 
: 1 0 7 5) 
: 1 0 8 0) 
: 1 1 1 3 ) 

(i&m^r-w : 113 8) 

nti*|W|£c7)^&^i- 0 
(*&^-^ : 1 2 3 5) 

(:&&#-5§- : 1 2 3 8) 

nfi*|W|5t<7):Hg£^-r o 
(^^#^- : 1 2 6 5) 

(=BUfc«H§- : 1 2 7 7) 
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SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel Protein 

<130> B04023 

<150> JP 2003-171188 

<151> 2003-06-16 

<150> JP 2003-391047 

<151> 2003-11-20 

<160> 25 

<170> Patentln version 3.2 

<210> 1 

<211> 402 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> CDS 
<222> (1). . (399) 

<220> 

<221> sigjpeptide 
<222> (1)..(87) 

<220> 

<221> mat_peptide 
<222> (88) . . (399) 

<400> 1 

atg ctg gac tgg aga ttg gca agt gca cat ttc ate ctg get gtg aca 48 
Met Leu Asp Trp Arg Leu Ala Ser Ala His Phe He Leu Ala Val Thr 
-25 -20 -15 

ctg aca ctg tgg age tea gga aaa gtc etc tea gta gat gta aca aca 96 
Leu Thr Leu Trp Ser Ser Gly Lys Val Leu Ser Val Asp Val Thr Thr 
-10 -5 -1 1 

aca gag gec ttt gat tct gga gtc ata gat gtg cag tea aca ccc aca 144 
Thr Glu Ala Phe Asp Ser Gly Val He Asp Val Gin Ser Thr Pro Thr 
5 10 15 
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gtc agg gaa gag aaa tea gec act gac ctg aca gca aaa etc ttg ctt 192 
Val Arg Glu Glu Lys Ser Ala Thr Asp Leu Thr Ala Lys Leu Leu Leu 
20 25 30 * 35 

ctt gat gaa ttg gtg tec eta gaa aat gat gtg att gag aca aag aag 240 
Leu Asp Glu Leu Val Ser Leu Glu Asn Asp Val He Glu Thr Lys Lys 
40 45 50 

aaa agg agt ttc tct ggt ttt ggg tct ccc ctt gac aga etc tea get 288 
Lys Arg Ser Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala 
55 60 65 

ggc tct gta gat cac aaa ggt aaa cag agg aaa gta gta gat cat cca 336 
Gly Ser Val Asp His Lys Gly Lys Gin Arg Lys Val Val Asp His Pro 
70 75 80 

aaa agg cga ttt ggt ate ccc atg gat egg att ggt aga aac egg ctt 384 
Lys Arg Arg Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu 
85 90 95 

tea aat tec aga ggc taa 402 

Ser Asn Ser Arg Gly 

100 



<210> 2 

<211> 133 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Leu Asp Trp Arg Leu Ala Ser Ala His Phe He Leu Ala Val Thr 
-25 -20 -15 



Leu Thr Leu Trp Ser Ser Gly Lys Val Leu Ser Val Asp Val Thr Thr 
-10 -5 -1 1 



Thr Glu Ala Phe Asp Ser Gly Val He Asp Val Gin Ser Thr Pro Thr 
5 10 15 



Val Arg Glu Glu Lys Ser Ala Thr Asp Leu Thr Ala Lys Leu Leu Leu 
20 25 30 35 

Leu Asp Glu Leu Val Ser Leu Glu Asn Asp Val He Glu Thr Lys Lys 
40 45 50 
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Lys Arg Ser Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala 
55 60 65 



Gly Ser Val Asp His Lys Gly Lys Gin Arg Lys Val Val Asp His Pro 
70 75 80 



Lys Arg Arg Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu 
85 90 95 



Ser Asn Ser Arg Gly 
100 



<210> 3 

<211> 393 

<212> DNA 

<213> Mus musculus 



<220> 

<221> CDS 
<222> (1)..(390) 

<220> 

<221> sig_peptide 
<222> (1)..(87) 

<220> 

<221> mat_peptide 
<222> (88) . . (390) 

<400> 3 

atg ctg gac tgg aga ttg gca agt aca cac ttc ate ctg get atg att 48 
Met Leu Asp Trp Arg Leu Ala Ser Thr His Phe He Leu Ala Met He 
-25 -20 -15 

gtg atg ctg tgg ggc tea gga aag gca ttc tct gtg gac tta gca tea 96 
Val Met Leu Trp Gly Ser Gly Lys Ala Phe Ser Val Asp Leu Ala Ser 
-10 - 5 -i i 

cag gag ttt gga aca gca age ttg cag tct cca ccc aca gec aga gaa 144 
Gin Glu Phe Gly Thr Ala Ser Leu Gin Ser Pro Pro Thr Ala Arg Glu 
5 10 15 

gag aag tea gec act gag ctt teg get aag etc ctg cgt ctt gat gat 192 

mm 2004-3061548 
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Glu Lys Ser Ala Thr Glu Leu Ser Ala Lys Leu Leu Arg Leu Asp Asp 
20 25 30 " 35 

ctg gtg tec tta gag aat gac gta ttt gag acc aag aaa aag aga age 240 
Leu Val Ser Leu Glu Asn Asp Val Phe Glu Thr Lys Lys Lys Arg Ser 
40 45 50 

ttc tct ggc ttt ggg tct ccc ctt gac aga etc tea get ggg tct gta 288 
Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala Gly Ser Val 
55 60 65 

gag cat aga ggg aaa caa agg aaa gca gta gat cat tea aaa aag egg 336 
Glu His Arg Gly Lys Gin Arg Lys Ala Val Asp His Ser Lys Lys Arg 
70 75 80 

ttt ggt att ccc atg gat egg att ggt aga aac egg etc tec agt tec 384 
Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu Ser Ser Ser 
85 90 95 

aga ggc tga 393 

Arg Gly 

100 



<210> 4 

<211> 130 

<212> PRT 

<213> Mus musculus 

<400> 4 

Met Leu Asp Trp Arg Leu Ala Ser Thr His Phe He Leu Ala Met He 
-25 -20 -15 



Val Met Leu Trp Gly Ser Gly Lys Ala Phe Ser Val Asp Leu Ala Ser 
-10 -5 -1 1 



Gin Glu Phe Gly Thr Ala Ser Leu Gin Ser Pro Pro Thr Ala Arg Glu 
5 10 15 



Glu Lys Ser Ala Thr Glu Leu Ser Ala Lys Leu Leu Arg Leu Asp Asp 
20 25 30 35 



Leu Val Ser Leu Glu Asn Asp Val Phe Glu Thr Lys Lys Lys Arg Ser 
40 45 50 
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Phe Ser Gly Phe Gly Ser Pro Uu Asp Arg Leu Ser Ala Gly Ser Val 
55 60 65 

Glu His Arg Gly Lys Gin Arg Lys Ala Val Asp His Ser Lys Lys Arg 
70 75 80 

Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu Ser Ser Ser 
85 90 95 

Arg Gly 
100 



<210> 5 

<211> 19 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying cDNA 
derived from mouse soleus muscle. 

<400> 5 

gggggtggac catcctcta 29 

<210> 6 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying cDNA 
derived from mouse soleus muscle. 

<400> 6 

cgcgcagctg taaacggtag 20 

<210> 7 

<211> 249 

<212> DNA 

<213> Mus musculus 

<400> 7 

aggactctaa agttaggagc tctgacttct cacaagatgc tggactggag attggcaagt 60 
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acacacttca tcctggctat gattgtgatg ctgtggggct caggaaaggc attctctgtg 120 

gacttagcat cacaggagtt tggaacagca agcttgcagt ctccacccac agccagagaa 180 

gagaagtcag ccactgagct ttcggctaag ctcctgcgtc ttgatgatct ggtgtcctta 240 

gagaatgac 249 

<210> 8 

<211> 30 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length mouse SS169 cDNA. 

<400> 8 

tcctgagccc cacagcatca caatcatagc 30 

<210> 9 

<211> 19 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length mouse SS169 cDNA. 

<400> 9 

ccttgacaga ctctcagct !9 

<210> 10 

<211> 1154 

<212> DNA 

<213> Mus musculus 

<400> 10 

gagagagaga gagagagaga gagagagaga gagagttggt gaaatgttcc gctgaaaatc 60 

tgtggaactg atgtaagaga aagcaacgac aggggttgga gtaagtggag tagaactgag 120 

actataaaaa cacagaaaga aactcgcatc agggctaagt ttgggataag ctgcaggcag 180 

gactctaaag ttaggagctc tgacttctca caagatgctg gactggagat tggcaagtac 240 
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acacttcatc ctggctatga ttgtgatgct gtggggctca ggaaaggcat tctctgtgga 300 

cttagcatca caggagtttg gaacagcaag cttgcagtct ccacccacag ccagagaaga 360 

gaagtcagcc actgagcttt cggctaagct cctgcgtctt gatgatctgg tgtccttaga 420 

gaatgacgta tttgagacca agaaaaagag aagcttctct ggctttgggt ctccccttga 480 

cagactctca gctgggtctg tagagcatag agggaaacaa aggaaagcag tagatcattc 540 

aaaaaagcgg tttggtattc ccatggatcg gattggtaga aaccggctct ccagttccag 600 

aggctgatgg attcttattg tgcgacttac ttgtgtgaga tggcacagaa ctatagaaga 660 

cacttcagtg aagttcacta ccccttttgt caaggaattg gcctttcgca aaccttccca 720 

aagcttgatc ctccccagac catcacgtca tagtgttgct gtggttttag ttgagttgtg 780 

cagatcattt cagtgcatgg atatctctga aagtattttt caatgattcc caaattgtaa 840 

cgtggcccct gaacctactt tttttaaaca gcagaccaat ataatgcatt ctcttgccat 900 

taatattttc acatttcagt taatcaatgt gctttctaga aacctagtgt ttgaagatct 960 

gatgatctaa agaaatcaga aatgagcaca tggtgattta tataggtttc tttagttttt 1020 

ctgaggtttg tcgaattgtt gtaaacttca acttcaagct tagaaaaaag acattacatg 1080 

agtgtttgct tcaactgtgt cagaaggcaa ataaattttg agaaaccaaa aaaaaaaaaa 1140 
aaaaaaaaaa aaaa 

<210> 11 

<211> 28 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length human SS169 cDNA. 

<400> 11 

gactgtgggt gttgactgca catctatg 28 

<210> 12 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length human SSI 69 cDNA. 

<400> 12 

ctgatctttc acgagatgct ggactgga 

<210> 13 

<211> 1655 

<212> DM 

<213> Homo sapiens 

<220> 

<221> misc_feature 

<222> (763) . . (763) 

<223> n stands for unidentified base. 
<220> 

<221> misc_feature 

<222> (965) . . (965) 

<223> n stands for unidentified base. 
<220> 

<221> misc_feature 

<222> (1032) . . (1032) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1033) . . (1033) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1043) . . (1043) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1075) . . (1075) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1080).. (1080) 

<223> n stands for unidentified base. 
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<220> 

<221> misc_feature 

<222> (1113).. (1113) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1138).. (1138) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1235) . . (1235) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1238) . . (1238) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1265) . . (1265) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1277) . . (1277) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1280).. (1280) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1291).. (1291) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1301).. (1301) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1328).. (1328) 

<223> n stands for unidentified base. 
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<220> 

<221> misc_feature 

<222> (1347) . . (1347) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1366).. (1366) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1454).. (1454) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1553).. (1553) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1580).. (1580) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1625).. (1625) 

<223> n stands for unidentified base. 

<400> 13 



acgcggggag 


ggctgagttt 


tggagaaact gcagagacag 


tactctaaag ttagaatctc 


60 


ctgatctttc 


acgagatgct 


ggactggaga ttggcaagtg 


cacatttcat cctggctgtg 


120 


acactgacac 


tgtggagctc 


aggaaaagtc ctctcagtag 


atgtaacaac aacagaggcc 


180 


tttgattctg 


gagtcataga 


tgtgcagtca acacccacag 


tcagggaaga gaaatcagcc 


240 


actgacctga 


cagcaaaact 


cttgcttctt gatgaattgg 


tgtccctaga aaatgatgtg 


300 


attgagacaa 


agaagaaaag 


gagtttctct ggttttgggt 


ctccccttga cagactctca 


360 


gctggctctg 


tagatcacaa 


aggtaaacag aggaaagtag 


tagatcatcc aaaaaggcga 


420 


tttggtatcc 


ccatggatcg 


gattggtaga aaccggcttt 


caaattccag aggctaattg 


480 


attccaatta 


tgcaacttcc 


ttgggtgaaa tgtcacagca 


atatggaaga tgcttcactg 


540 


aagttattca 


cacttcttaa 


tgattaaact tttaaggaac 


tgaccttctg caaatccttt 


600 



ttJlE#2 004-3061548 



&m 2004-023557 



^-v*: 11/ 



ccaaagcttg aacttcagtc catcacatta cggcattgtt acagcttcaa ttaaattgtg 660 

taaatcattt tgatgcacgt acattttaaa attatatatt ttaattattc aagaatggtt 720 

aacttcccct taaaccttac ttttaaaata ataattaaat acncaataca gtgaaatgcc 780 

ttctgtatgg atttaccatg cacatgtttg gagtccaaag aaataataac caaagacaga 840 

atttgccttc tgtaaaattt tagttataaa tctggcccat tattggggaa tgaaggaaag 900 

gcaatgcctg tgtatttttc tggtgaggaa cttttccctt tccccggaat tccaattttt 960 

tcccngaagg cctggatccg ggaataaatt atgaaaatta gggcttccct tttccaaatt 1020 

ccaaagtttt cnngtccatg ttncagaaaa attaaaaaca ccagccccca agggnagccn 1080 

tatttgactt tagaattaag gaaaggggaa ggnccattac tcatttggtc aaaacttnga 1140 

tatcactttg tcccctaaaa accttcccat tttttttaaa ttctgccagg ttaagagcag 1200 

taggtgtctc attaggaggg gaggtaacgc tcacncanag ggtaaaaatg aaagtaggag 1260 

ggaantcaaa ggaattnccn ccagaactgg ntaggcccag ntaagcacac atcattttag 1320 

gctcagtnca cttcagcata gtacaangtg atcttttgga tatcgnggat taatctaaga 1380 

aactgtttac tgtgtttcat atattggctt attgggcttc aattgtctta ttatccttaa 1440 

taagccaatt gaangagcat aatgattttg agaatgattt cttaaaaatc attcagatta 1500 

tttttgaatg acttattaaa acataagttt tcgtattgta gaaaactcag ttntcagtaa 1560 

taactatgat gttactgtan gcttggacac ataggtccat tgtgcacttg gatatacttt 1620 

gaaanccccc aaaaaaaaaa aaaaaaaaaa aaaaa 1655 

<210> 14 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying mouse 
SS169 cDNA fragment. 

<400> 14 

tgtggactta gcatcacagg 20 

tBIE#2 004-3061548 
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<210> 15 

<211> 19 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 2cifn nU ^?° tide desi 2 ned t0 act as primer for amplifying mouse 
SS169 cDNA fragment. 

<400> 15 

ccttgacaga ctctcagct 19 



<210> 16 

<211> 27 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length rat SS169 cDNA. " 

<400> 16 

gctggactgg agattggcaa gtgcaca 



<210> 17 

<211> 28 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length rat SS169 cDNA. 

<400> 17 

ctcctggcta tgatcctgat gctgtggg 



<210> 18 

<211> 26 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length rat SS169 cDNA. ^ 

<400> 18 
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^-v*: 13/ 
26 



<210> 19 

<211> 23 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length rat SS169 cDNA. 

<400> 19 

ctctggcttc gggtctcccc ttg 



<210> 20 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying cDNA 
derived from rat gastrocunemius muscle. 

<400> 20 

atgctggact ggagattggc 



<210> 21 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying cDNA 
derived from rat gastrocunemius muscle. 

<400> 21 

tcagcccctg gaactggaga 



<210> 22 

<211> 399 

<212> DNA 

<213> Rattus norvegicus 



<220> 

<221> CDS 
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<222> 


(1) . . (396) 


<220> 




<221> 


sig_peptide 


<222> 


(1) . . (87) 


<220> 




<221> 


mat_peptide 


<222> 


(88) . . (396) 


<400> 


22 



atg ctg gac tgg aga ttg gca agt gca cac ttc etc ctg get atg ate 
Met Leu Asp Trp Arg Leu Ala Ser Ala His Phe Leu Leu Ala Met He 
-25 _20 _ 15 

ctg atg ctg tgg ggc tea gga aag gca ttc tec gtg gac tta gca tea 
Uu Met Leu Trp Gly Ser Gly Lys Ala Phe Ser Val Asp Leu Ala Ser 
-10 -5 -li 



48 



96 



gag gcc tec gag ttt gga gca gaa age ttg cag tec eca ece aca ace 144 
Glu Ala Ser Glu Phe Gly Ala Glu Ser Leu Gin Ser Pro Pro Thr Thr 
5 10 15 

aga gaa gag aag tea gcc acg gag ctt gca get aag etc ctg ctt ctt 192 
Arg Glu Glu Lys Ser Ala Thr Glu Leu Ala Ala Lys Leu Leu Leu Leu 
20 2 5 30 35 

gat gat ctg gtg tec ttg gag aat gat gtg ttt gag ace aag aag aag 
Asp Asp Leu Val Ser Leu Glu Asn Asp Val Phe Glu Thr Lys Lys Lys 
40 45 50 

aga age ttc tct ggc ttc ggg tct ccc ctt gac aga etc teg get ggg 
Arg Ser Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala Gly 
55 60 65 

tct gta gag cat aga ggg aaa caa agg aga gta gtt gat cat tea aaa 
Ser Val Glu His Arg Gly Lys Gin Arg Arg Val Val Asp His Ser Lys 
70 75 80 

aag cga ttt ggt att ccc atg gat cga att ggt aga aac cgt etc tec 
Lys Arg Phe Gly He Pro Met Asp Arg lie Gly Arg Asn Arg Uu Ser 
85 90 95 

agt tec agg ggc tga 
Ser Ser Arg Gly 
100 



<210> 23 
<211> 132 



240 



288 



336 



384 



399 
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<212> PRT 

<213> Rattus norvegicus 
<400> 23 

Met Leu Asp Trp Arg Leu Ala Ser Ala His Phe Leu Leu Ala Met He 
-25 -20 -15 



Leu Met Leu Trp Gly Ser Gly Lys Ala Phe Ser Val Asp Leu Ala Ser 
-10 -5 -1 1 



Glu Ala Ser Glu Phe Gly Ala Glu Ser Leu Gin Ser Pro Pro Thr Thr 
5 10 15 



Arg Glu Glu Lys Ser Ala Thr Glu Leu Ala Ala Lys Leu Leu Leu Leu 
20 25 30 35 



Asp Asp Leu Val Ser Leu Glu Asn Asp Val Phe Glu Thr Lys Lys Lys 
40 45 50 



Arg Ser Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala Gly 
55 . 60 65 



Ser Val Glu His Arg Gly Lys Gin Arg Arg Val Val Asp His Ser Lys 
70 75 80 



Lys Arg Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu Ser 
85 90 95 



Ser Ser Arg Gly 
100 



<210> 24 

<211> 24 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonuclotide designed to act as primer for amplifying rat SS169 
cDNA fragment. 
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<400> 24 

gatgatctgg tgtccttgga gaat 

<210> 25 

<211> 22 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act 
SS169 cDNA fragment. 

<400> 25 

tctacagacc cagccgagag tc 



24 



as primer for amplifying rat 

22 
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[@5] 



[16] 
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